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OBLIGATIONS  OF  SPONSORS  AND  MONI¬ 
TORS  OF  CLINICAL  INVESTIGATIONS 

Proposed  Establishment  of  Regulations 

AGENCY:  Pood  and  Drug  Administra¬ 
tion. 

ACTION:  Proposed  rule. 

SUMMARY:  The  agency  is  proposing 
specific  procedures  to  be  followed  by  a 
sponsor  (including  a  sponsor-investigator 
and  a  contract  research  organization 
that  assumes  any  of  the  obligations  of 
a  sponsor)  and  a  monitor  before  begin¬ 
ning  a  clinical  investigation  involving 
the  use  of  a  drug  (including  a  biological 
product  for  human  use),  medical  de¬ 
vice.  food  additive  for  human  or  animal 
use.  color  additive,  cosmetic,  or  electronic 
product  and  during  the  course  of  such 
an  investigation.  These  proposed  re¬ 
quirements.  which  ar$  bas^  on  evalua¬ 
tion  of  a  National  Academy  of  Sciences/ 
National  Research  Council  report  and  an 
agency  survey  of  current  practices, 
would  provide  greater  protection  of  the 
rights  and  safety  of  subjects  involved  in 
clinical  investigations  and  help  assure 
the  quality  and  integrity  of  the  data 
filed  with  the  agency  pursuant  to  the 
Federal  Pood,  Drug,  and  Cosmetic  Act 
and  the  Public  Health  Service  Act. 

DATES:  Written  comments  by  Decem¬ 
ber  27,  1977.  The  final  rule  will  be  effec¬ 
tive  30  days  after  the  date  of  its  publica¬ 
tion  in  the  Fkderal  Register. 

ADDRESS:  Written  comments  to  the 
Hearing  Clerk  (HPC-20) ,  Pood  and  Drug 
Administration,  Room  4-65,  5600  Fishers 
Lane,  Rockville,  Md.  20857. 

FOR  FURTHER  INFORMATION  CON¬ 
TACT: 

Marilyn  L.  Watson,  Bureau  of  Drugs 
(HFD-30),  Pood  and  Drug  Adminis¬ 
tration,  Department  of  Health,  Educa¬ 
tion,  and  Welfare,  5600  Fishers  Lane, 
RockviUe,  Md.  20857  (  301-443-6490). 

SUPPLEMENTARY  INFORMATION: 
Under  the  provisions  of  sections  505  (i) 
507(d).  512(j),  409(b).  and  706(f)  of  the 
Federal  Pood,  Drug,  and  Cosmetic  Act 
(21  U.S.C.  355(i),  357(d),  360b(j),  348 
(b),  and  376(f)),  regulations  have  been 
promulgated  (21  CFR  312.1,  21  CFR 
511,1,  21  CFR  570.17,  and  21  CFR  71.37, 
respectively)  that  set  forth  the  condi¬ 
tions  for  the  exemption  of  new  drugs, 
new  animal  drugs,  animal  food  additives, 
and  color  additives  for  investigational 
use  from  sections  505(a),  507(d),  512(a). 
409(b),  and  706  of  the  act  (21  U.S.C. 
355(a).  357(d),  360b(a),  348(b),  and 
376.)  Likewise,  under  the  provisions  of 
section  520(g)  of  the  act  (21  U.S.C.  360j 
(g) ) ,  regulations  have  been  proposed  (21 
CFR  Part  812,  published  in  the  Federal 


Register  of  August  20,  1976  (41  FR 
35282) ).  setting  forth  the  conditions  for 
the  exemption  of  a  device  intended  for 
human  use  from  sections  502,  510,  514, 
515,  519,  520(e).  520(f).  and  706(f)  of 
the  act  (21  U.S.C.  352,  360,  360d,  360e. 
3601,  360J(e).  360j(f).  and  376(f)).  The 
regulations  in  $9  312.1,  511.1,  570.17,  and 
71.37  and  proposed  21  CFR  Part  812  re¬ 
quire  that  the  sponsor  of  a  “Notice  of 
Claimed  Investigational  Exemption  for 
a  New  Drug,”  Form  FD-1571,  (IND),  a 
“Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Animal  Drug”  (in¬ 
cluding  an  animal  food  additive) 
(INAD),  and  an  “Application  for  an  In¬ 
vestigational  Device  Exemption”  (IDE) 
monitor  the  progress  of  the  investigation, 
evaluate  the  evidence  relating  to  the 
safety  and  effectiveness  of  the  drug,  ani¬ 
mal  food  additive,  or  device  on  a  current 
basis  as  it  is  obtained  from  the  investi¬ 
gators.  and  submit  accurate  progress  re¬ 
ports  of  the  investigation  to  the  Pood  and 
Drug  Administration  (FDA)  at  reason¬ 
able  intervals.  Except  for  the  proposed 
regulations  regarding  medical  devices, 
however,  these  regulations  do  not  specif¬ 
ically  describe  the  obligations  of  the 
sponsor  or  monitor  before  the  initiation 
of  a  clinical  investigation  or  in  monitor¬ 
ing  the  progress  of  such  investigation.  In 
addition,  certain  other  obligations  of 
sponsors  are  being  clarified  or  supple¬ 
mented  and  extended  to  cover  all  test 
articles. 

The  National  Academy  or  Sciences/ 

National  Research  Council  Report 

The  Pood  and  Drug  Administration  in 
April  1972  contracted  with  the  National 
Academy  of  Sciences/National  Research 
Council  (NAS/NRC)  to  study  the  issues 
involved  in  monitoring  clinical  investiga¬ 
tions.  Under  this  contract,  FDA  posed  a 
series  of  questions  to  the  NAS/NRC  on 
November  1,  1972.  On  January  24.  1973, 
NAS/NRC  submitted  to  the  Commission¬ 
er  of  Pood  and  Drugs  a  report  that  spe¬ 
cifically  addressed  the  questions.  A  copy 
of  the  NAS/NRC  report  has  been  placed 
on  public  display  in  the  office  of  the 
Hearing  Clerk.  Pood  and  Drug  Adminis¬ 
tration. 

The  specific  questions  regarding  the 
monitoring  of  clinical  investigations 
studied  by  the  NAS/NRC  Ad  Hoc  Com¬ 
mittee  for  Study  of  Ethical  Criteria  in 
Drug  Evaluation  and  its  responses  are 
quoted  as  follows : 

1.  Does  a  responsibility  devolve  upon  spon¬ 
sors  to  assure,  prior  to  initiation  of  the  study 
through  personal  contact,  the  competency  of 
Investigators  and  laboratory  personnel,  as 
well  as  to  assure  the  adequacy  of  the  facili¬ 
ties  for  the  pr<^)06ed  tasks? 

Sponsors  must  be  assured  as  to  the 
adequacy  of  physical  facilities  that  are 
employed  in  clinical  studies.  As  a  practi¬ 
cal  matter.  In  a  majority  of  instances, 
the  physician  representing  the  pharma¬ 
ceutical  manufacturer  viz.,  the  sponsor) 
will  have  had  personal  familiarity  with 
these  facilities.  On  the  other  hand,  this 
contact  is  not  equivalent  to  establishing 
the  basis  for  competence  of  an  investiga¬ 
tor.  In  the  Judgment  of  the  Drug  Reseach 
Board,  the  investigator’s  competence 


must  be  separately  evaluated  on  the  basis 
of  his  reputation  among  his  associates, 
his  scientific  publications,  and  the  edu¬ 
cational  background  that  qualified  him 
for  clinical  studies.  Probably  the  most 
Important  criterion  is  the  regard  in 
which  the  investigator  is  held  by  other 
investigators  in  the  same  field. 

Assumption  of  a  responsibility  for  as¬ 
surance  that  laboratory  personnel  are 
adequate  would  be  quite  difficult  for 
many  manufacturers  of  drugs.  If  the 
tests  of  a  new  drug  were  conducted  in  a 
special  research  laboratory  under  the  di¬ 
rection  of  the  investigator,  this  situation 
would  pose  little  or  no  problem.  How¬ 
ever,  clinical  evaluation  of  a  new  drug 
requires  a  variety  of  important  tests.  For 
example,  liver,  renal  function,  and  elec¬ 
trocardiographic  tests  are  routinely  re¬ 
quired.  For  obvious  reasons,  such  tests 
are  usually  performed  in  the  clinical  la¬ 
boratory  of  the  hospital  or  institution 
where  the  investigation  occurs.  The  in¬ 
vestigator  must  be  held  responsible  for 
the  quality  of  the  laboratory,  but  it 
would  not  be  feasible  to  require  that  the 
investigator  employ  and  vouch  for  the 
individual  qualifications  of  any  given 
person  in  that  laboratory.  The  best  sis- 
surance  of  quality  control  is  to  insist  on 
the  high  quality  of  the  laboratory. 

Validation  is  another  assurance  of  la¬ 
boratory  quality.  Tests  in  which  abnor¬ 
mal  findings  occur  ought  to  be  verified 
by  a  second  agreed  upon  laboratory  to 
which  such  findings  could  be  submitted 
for  comparison  and  verification.  The 
sponsor  must  woric  with  the  investigator 
to  detect  any  problem  in  quality  control 
when  such  abnormal  test  results  occur. 

2.  Does  a  responsibility  devolve  upon 
the  sponsor  to  assure  through  adequate 
contact  with  Investigators  that  the  in¬ 
vestigator  understands  the  investiga¬ 
tional  status  of  the  drug,  and  that  he  is 
cognizant  of  the  obligations  he  Incurs  in 
undertaking  the  investigation,  e.g.,  ob¬ 
taining  patient  consent,  review  of  proto¬ 
col  by  an  institutional  review  committee, 
making  adequate  reports,  and  the  re¬ 
quirement  for  an  adequate  and  well-con¬ 
trolled  study? 

There  is  no  problem  in  assuring,  by 
means  of  p>ersonal  contact  between  spon¬ 
sor  and  investigator  that  the  investigator 
imderstands  the  investigational  status  of 
the  drug.  Neither  does  any  significant 
problem  exist  in  thus  assuring  that  the 
investigator  must  follow  the  usual  pro¬ 
cedures  that  have  been  specified  by  the 
Department  of  Health,  Education,  and 
Welfare  (DHEW)  with  respect  to  the 
safety  of  inve^igational  subjects,  e.g., 
obtaining  the  informed  consent  of  such 
subjects,  making  reports  to  the  institu¬ 
tion  as  well  as  to  the  sponsor  on  the  prog¬ 
ress  of  the  Investigation,  and  develop¬ 
ment  of  a  protocol  for  an  adequate  and 
well-controlled  study  before  studies  are 
initiated. 

In  the  view  of  the  Ad  Hoc  Committee, 
the  most  effective  safeguards  of  the 
safrty  of  piatients  and  volunteers  are  pro¬ 
vided  by  the  Declaration  of  Helsinki  and 
the  requirements  of  the  Department  of 
Health,  Education,  and  Welfare.  The  re¬ 
quirements  contained  in  research  forms 
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1572  and  1573  of  the  Food  and  Drug  Ad¬ 
ministration  offer  additional  present  as¬ 
surances;  however,  it  is  recognized  that 
the  requirements  of  the  DHEW  are  pres¬ 
ently  being  reviewed,  and  further  studies 
In  this  important  and  complex  area  are 
certainly  to  be  encouraged. 

The  use  of  investigational  drugs  in  pa¬ 
tients  or  volunteers  who  for  one  reason  or 
another  are  not  competent  to  provide  in¬ 
formed  consent  offers  knotty  problems,  yet 
it  is  an  area  in  which  no  body  of  knowledge 
has  as  yet  been  adequately  developed.  In¬ 
fants.  young  children,  the  mental'y  retarded, 
and  others  with  clinical  or  related  handicaps 
are  not  in  position  to  give  meaningful  con¬ 
sent,  yet  drugs  must  obviously  be  used  by 
these  groups  and  therefore  also  must  be 
studied  In  them.  Further  studies  in  thU  area 
are  needed  and  ought  to  be  encouraged:  how¬ 
ever,  in  the  present  state  of  knowledge  it 
appears  best  with  such  individuals  to  obtain 
the  informed  consent  of  the  legal  guardian. 
The  development  of  measles  vaccine  offers 
instructive  insights.  The  study  could  not 
have  been  accomplished,  nor  could  the  vac¬ 
cine  have  been  developed,  except  through 
studies  in  individuals  not  competent  to  give 
Informed  consent  as  that  term  is  commonly 
understood.  Tet  the  need  for  this  vaccine 
was  very  great.  Thus,  a  reasonable  compro¬ 
mise  in  a  period  during  which  new  knowl¬ 
edge  is  being  acquired  in  the  areas  of  law 
and  ethics  is  that  stated  above,  viz.,  consent 
by  a  legal  guardian. 

The  Ad  Hoc  Committee  considered  whether 
an  adversary  system  might  be  instituted  un¬ 
der  which  legal  representatives  could  argue 
against  the  Involvement  of  handicapped  in. 
dlvlduals  in  specific  investigations.  While 
recognizing  that  more  study  is  needed  in 
this  area  and  also  recognizing  that  more 
creative  approaches  to  the  problem  will 
doubtless  be  evolved  in  the  future,  the  Ad 
Hoc  Committee  is  not  prepared  to  recom¬ 
mend  that  the  proposed  adversary  system  be 
instituted  at  present. 

3.  Does  a  responsibility  attach  to  sponrors 
to  assure,  through  periodic  site  visits,  the 
continued  acceptability  of  the  facility,  ad¬ 
herence  to  the  investigational  protocol, 
maintenance  of  adequate  records  of  patients 
and  of  drug  disposition,  and  that  data  sub. 
mitted  in  support  of  the  safety  and  efilcacy 
of  the  drug  Involved  are  accurate  and  com¬ 
plete? 

The  sponsor,  through  a  knowledgeable 
agent,  should  be  required  to  visit  the  inves¬ 
tigator  at  the  actual  site  of  study  in  order  to 
assure  that  the  study  protocol  is  being  ad¬ 
hered  to.  Perhaps  the  Ixst  assurance  of  this 
kind  of  control  arises  from  a  prompt  inspec¬ 
tion  of  the  case  reports  that  are  sent  by  the 
investigator  to  the  sponsor.  In  the  final  anal¬ 
ysis,  the  integrity  of  the  investigator  is  the 
principal  factor  in  the  quality  control  of 
data.  Visits  and  inspections  can  only  aid  in 
maintenance  of  this  quality;  they  cannot 
assure  it.  For  this  reason,  it  is  Important 
that  highly  competent  investigators  be  in¬ 
volved. 

A  particular  point  of  difficulty  is  the  re¬ 
quirement  that  investigators  submit  case  re¬ 
ports  on  each  patient  or  volunteer  as  soon 
as  the  respective  studies  are  completed.  In¬ 
vestigators  do  not  entirely  understand  the 
need  for  such  individual  reports,  and  the 
Food  and  Drug  Administration  might  pro¬ 
vide  some  help  in  this  area  by  supporting 
and  explaining  to  Investigators  the  spon¬ 
sor's  need  for  these  data. 

It  is  clearly  a  part  of  the  problem  under 
consideration  that  outstanding  investigators 
have  in  the  past  been  unwilling  to  undertake 
what  is  viewed  as  routine  clinical  study.  This 
is  particularly  true  in  face  of  the  many  ex¬ 


citing  and  new  research  avenues  that  pres¬ 
ently  exist.  Through  a  system  of  upgrading 
and  reward  for  accomplishment,  the  impor¬ 
tance  of  clinical  investigation  of  new  drugs 
ought  to  be  enhanced.  Solely  regulatory  ap¬ 
proaches  may  detract  from,  rather  than  en¬ 
hance,  the  prestige  of  this  activity.  Money 
payments  for  successful  completion  of  ap¬ 
proved  case  reports  might  be  corisidered  as 
one  specific  Incentive  method. 

The  NAS/NRC  report  stated  that.  In 
addition  to  the  above  questions,  a  num¬ 
ber  of  addiitonal  questions  were  pre¬ 
sented  for  the  Ad  Hoc  Committee’s  re¬ 
view  which  are  of  such  complexity  that 
no  uanimity  of  view  was  achieved.  A  ma¬ 
jority  view  is  offered  in  the  report  as 
follows; 

4.  Should  the  sponsor  accept  the  investiga¬ 
tor's  data  as  presented? 

The  sponsor  should  accept  the  Investiga¬ 
tor's  data,  provided  the  Investigator  is  chosen 
with  regard  to  the  factor's  noted  previously 
and  also  provided  the  suggested  safeguards 
are  in  elTect.  Some  members  of  the  Ad  Hoc 
Conunittee  were  of  the  view  that,  in  certain 
drug  investigations,  spot  checks  of  certain 
crucial  data  might  be  of  value,  and  the  ques¬ 
tion  arose  whether  government,  in  its  own 
laboratories  or  in  contract  laboratories, 
ought  to  conduct  such  checks.  Since  gov¬ 
ernment  is  required  by  statute  to  determine 
safety  of  marketed  drugs,  government  ought 
to  have  access  to  this  method  of  Independent 
verification,  and  the  necessary  financial  pro¬ 
vision  ought  to  be  provided. 

5.  To  what  extent  should  the  sponsor 
evaluate  the  investigator's  data? 

If  it  is  determined  that  a  given  investiga¬ 
tor  is  not  following  the  agreed-upon  proto¬ 
col,  the  sponsor  should  immediately  bring 
any  deviations  or  deficiencies  to  his  atten¬ 
tion.  I  the  investigator's  data  are  within 
parameters  logically  deriving  from  the 
agreed  protocol,  it  should  not  be  necessary 
that  the  sponsor  inquire  further  into  those 
data  unless  some  question  arises  with  re¬ 
spect  to  the  integrity  of  the  investigator.  If 
such  question  arises,  a  further  question 
would  exist  whether  the  Investigator  was 
correctly  chosen  at  Inception  of  the  study. 

6.  To  what  extent  should  the  spKinsor 
monitor  on-going  institutional  reviews  of 
drugs? 

The  sponsor  should  require  that  the  in¬ 
vestigator  provide  reports  of  on-going  in¬ 
stitutional  review  of  a  new  drug,  and  it 
appears  to  the  Ad  Hoc  Committee  that  such 
reports  are  simply  a  part  of  the  usual  moni¬ 
toring  procedures  of  sponsors.  Providing  the 
data  is  a  responsibility  of  the  Investigator, 
but  it  is  the  sponsor's  duty  }o  see  that  the 
Investigator  provides  the  reports  at  the  usual 
time  specified  for  periodic  review  in  the 
institution  concerned. 

7.  To  what  extent  should  the  Food  and 
Drug  Administration  be  Involved  in  active 
monitoring  of  investigators? 

In  general,  the  Food  and  Drug  Adminis¬ 
tration  should  not  be  Involved  in  active 
monitoring  of  Investigators.  An  exception 
may  exist  in  those  cases  where  such  moni¬ 
toring  would  add  substantially  to  the  FDA’s 
scientific  and  clinical  investigational  capa¬ 
bility.  Looking  to  the  future,  after  consid¬ 
erable  period  of  transition,  the  Ad  Hoc 
Committee  foresees  at  least  a  possibility  that 
some  governmental  organization  may  be  re¬ 
sponsible  for  such  active  monitoring;  how¬ 
ever.  at  present,  the  FDA  ought  to  be  in¬ 
volved  only  on  an  occasional  basis  and  when 
there  are  reasons  to  question  the  submitted 
data.  In  the  event  reasons  im:  questioning 
the  capability,  competence,  or  the  integrity 
of  any  investigator  come  to  the  attention 
of  the  FDA,  notification  should  be  given 


immediately  to  the  sponsor.  Notification  by 
telephone  may  be  a  quick  and  preferred 
method  for  transmittal  of  such  informa¬ 
tion  from  the  FDA  to  sponsors. 

Thx  FDA  Survey 

In  addition  to  the  NAS/NRC  study, 
FDA  In  1972  Initiated  a  survey  program 
that  combined  FDA  Inspection  of  the 
monitoring  of  clinical  investigations  by 
the  sponsor  with  inspection  of  perform¬ 
ance  of  the  study  by  the  sponsor’s  chosen 
clinical  investigators.  The  purpose  of  the 
survey  was  to  determine  current  prac¬ 
tices  and  procedures  of  both  sponsors 
and  investigators  with  a  view  to  deter¬ 
mining  what  additional  measures  were 
needed  to  assure  protection  of  human 
subjects  in  clinical  trials.  The  study  con¬ 
cluded  in  June  1974.  Although  the  sur¬ 
vey  results  showed  that  grossly  violative 
practices  are  infrequent,  minor  defi¬ 
ciencies  were  frequent.  Some  unsatisfac¬ 
tory  and/or  violative  performance  rat¬ 
ings  were  given  in  the  areas  of  patient 
consent,  protocol  adherence,  study  role, 
records  availability,  and  records  accu¬ 
racy.  The  survey  showed  an  obvious  in¬ 
attention  to  details  that  are  important 
to  high  quality  research.  The  Commis¬ 
sioner  believes  that  sponsors  can  raise 
the  level  of  the  quality  of  research  by 
more  thorough  and  supervisional  con¬ 
tact  with  their  investigators.  A  copy  of 
this  survey  report  entitled  “Report  on 
the  Special  Survey:  Sponsors  and  In¬ 
vestigators  of  Clinical  Investigations”  is 
on  display  in  the  office  of  the  Hearing 
Clerk.  Food  and  Drug  Administration. 

The  Commissioner’s  Analysis  and 
Proposal 

Having  considered  the  report  of  the 
NAS/NRC,  results  of  the  FDA  survey, 
and  other  experience  of  FDA  in  the 
monitoring  of  clinical  investigations  in¬ 
volving  new  drugs,  the  Commissioner 
has  determined  that  regulations  should 
be  promulgated  setting  forth  procedures 
to  be  followed  by  a  sponsor  in  monitor¬ 
ing  clinical  investigations.  Although  the 
NAS/NRC  study  and  the  FDA  survey 
encompassed  issues  relating  to  the  mon¬ 
itoring  responsibilities  of  sponsors  of 
clinical  investigations  of  new  drugs  in 
humans,  it  is  logical  to  apply  the  con¬ 
clusions  of  the  NAS/NRC  study  and  the 
findings  of  the  FDA  survey  equally  to 
clinical  investigations  in  which  new  ani¬ 
mal  drugs,  medical  devices,  food  addi¬ 
tives  for  human  and  animal  use,  color 
additives,  cosmetics,  and  electronic 
products  are  used. 

Another  important  consideration  in 
the  Commissioner’s  decision  to  propose 
regulations  governing  the  monitoring  of 
clinical  investigations  involves  findings 
of  the  General  Accounting  Office  (GAO) 
in  a  report  entitled  “Federal  Control  of 
New  E>rug  Testing  is  Not  Adequately 
Protecting  Human  Test  Subjects  and  the 
Public,”  dated  July  15,  1976.  A  copy  of 
this  report  has  also  been  placed  on  dis¬ 
play  in  the  office  of  the  Hearing  Clerk, 
Pood  and  Drug  Administration.  The  GAO 
reviewed  the  data  generated  in  the  PDA 
survey  discussed  above  and  interviewed 
a  number  of  PDA  employees.  Although 
FDA  does  not  agree  with  a  number  of 
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the  OAO  analyses  and  conclusions,  the 
Ccnnmissloner  understands  the  reasons 
for  certain  OAO  recommendations  to 
improve  PDA  regulations,  and  he  will 
take  steps  to  implement  them. 

The  Commissioner  has  been  directed 
by  Congress  to  establish  regulations  to 
Implement  section  520(g)  of  the  act, 
which  was  added  as  part  of  the  Medical 
Device  Amendments  of  1976  (Pub.  L. 
94-295)  and  pertains  to  investigational 
use  of  medical  devices  and  diagnostic 
products.  In  the  Federal  Register  of 
August  20.  1976  (41  FR  35282),  FDA  pro¬ 
posed  such  regulations  on  investigational 
device  exemptions  (“IDE  proposal"). 
Subpart  C  of  Part  812  of  these  proposed 
regiilations  dealt  with  the  responsibili¬ 
ties  of  sponsors  of  clinical  investigations 
on  the  safety  or  effectiveness  of  devices 
with  human  subjects.  Comments  filed 
on  that  proposal  have  been  reviewed  and 
utilized  in  preparing  this  notice.  In  a 
separate  document  to  be  published  in 
a  future  issue  of  the  Federal  Register, 
the  Commissioner  will  issue  portions  of 
the  August  20  pro(>osal  as  tentative  final 
regulations.  Those  requirements  pro¬ 
posed  in  the  IDE  proposal  that  dupli¬ 
cate  or  overlap  substantially  with  the 
requirements  proposed  below  in  this  no¬ 
tice  will  be  deleted  from  the  tentative 
final  regulations.  The  Commissioner  in¬ 
tends  to  review  comments  on  this  notice 
promptly  and  to  promulgate  as  final  at 
least  those  regulations  based  on  this 
proposal  that  are  essential  to  promul¬ 
gation  of  comprehensive  final  regula¬ 
tions  governing  the  investigational  use 
of  medical  devices. 

Currently.  FDA  is  engaged  in  a  major 
effort  to  improve  its  regulations  govern¬ 
ing  clinical  investigations  and  has  re¬ 
cently  reassessed  its  responsibilities, 
needs,  and  priorities  in  the  entire  area 
of  biomedical  research,  including  testing 
to  evaluate  the  safety  of  a  test  article, 
monitoring  clinical  investigations  by 
sponsors,  the  role  of  institutional  review 
committees,  and  the  obligations  of  clin¬ 
ical  investigators.  The  agency,  the  Con¬ 
gress.  and  others  have  recently  beccane 
concerned  about  the  validity  and  relia¬ 
bility  of  scientific  data  on  the  safety  and 
effectiveness  of  products  regulated  by 
PDA.  Much  of  the  history  of  this  review, 
with  special  emphasis  on  the  quality  and 
integrity  of  safety  data  derived  from 
nonclinical  laboratory  studies,  is  dis¬ 
cussed  in  the  preamble  to  the  proposed 
rule  making  regarding  good  laboratory 
practices,  published  in  the  Federal  Reg¬ 
ister  on  November  19,  1976  (41  FR 
51206). 

Congressional  and  Presidential  action 
in  the  summer  of  1976  appropriated  to 
PDA  $16.3  million  and  authorized  over 
600  new  positions  to  carry  out  expanded 
activities  in  the  area  of  bioresearch  mon¬ 
itoring.  In  conjunction  with  this  legis¬ 
lative  action,  the  Commissioner  has 
established  a  Bioresearch  Monitoring 
Program  to  develop  and  implement  an 
agency-wide  program  in  all  aspects  of 
nonclinical  toting  and  clinical  research 
relating  to  PDA-regulated  products.  The 
program  is  managed  by  an  in tra -agency 
steering  committee,  with  specific  ele¬ 


ments  being  assigned  to  several  task 
forces,  including  a  Clinical  Investigator/ 
Sponsor  Task  Force.  This  task  force  was 
assigned  the  responsibility  for  develop¬ 
ing  an  agency  strategy  to  define  the  re¬ 
sponsibilities  of  sponsors  and  clinical  in¬ 
vestigators  in  studies  regulated  by  FDA 
or  involving  products  regulated  by  FDA, 
and  to  ensure  that  these  duties  are  ade¬ 
quately  and  reliably  performed.  To  meet 
thees  goals,  the  tsisk  force  proposed  that 
the  following  steps  be  taken; 

1.  Promulgation  of  agency-wide  regu¬ 
lations,  based  upon  existing  FDA  regula¬ 
tions  for  investigational  new  drug  stud¬ 
ies,  pnnxKed  regulations  for  investiga¬ 
tional  use  of  medical  devices  and  com¬ 
ments  received  on  them,  and  FDA 
experience,  that  would  set  forth  the 
responsibilities  of  sponsors,  monitors, 
and  investigators  in  clinical  investiga¬ 
tions  and  procedures  for  enforcing  these 
requirements. 

2.  Issuance  of  an  agency-wide  com¬ 
pliance  iM'ogram  that  would  include  en¬ 
forcement  policies,  regular  inspections 
of  sponsors,  monitors,  and  clinical  inves¬ 
tigators,  and  special  inspections  initiated 
by  FDA  to  audit  particular  studies. 

*  3.  Development  of  appropriate  orga¬ 
nizational  structures  or  mechanisms  and 
data  systems  to  be  used  for  planning  and 
scheduling  inspections  under  the  com¬ 
pliance  program  and  for  reviewing  and 
evaluating  the  results  of  individual  in¬ 
spections  as  well  as  the  overall  program. 

TThe  Commissioner  is  therefore  propos¬ 
ing  to  establish  agency-wide  regulations 
that  are  uniform  to  the  extent  possible, 
considering  the  differences  among  reg¬ 
ulated  test  articles  and  applicable  statu¬ 
tory  authorities,  for  the  monitoring  of 
( 1 )  clinical  investigations  in  humans  in¬ 
volving  a  drug  (including  a  biological 
product  for  human  use) ,  medical  device, 
food  additive,  color  additive,  cosmetic, 
or  electronic  product  and  (2)  clinical 
investigations  in  animals  involving  an 
animal  drug  and  those  food  additives  for 
use  in  animal  feed  that  affect  animal 
nutrition  or  other  animal  functions. 
Clinical  investigations  of  food  additives 
that  have  a  technical  effect  on  animal 
feed,  e.g.,  i}elleting  aids,  preservatives, 
and  carriers,  would  be  exempt  from  the 
provisions  of  these  regulations  unless 
such  investigations  involve  food-produc¬ 
ing  animals.  These  regulations  are  pro¬ 
posed  under  new  Part  52  in  Title  21  of 
the  Code  of  Federal  Regulations  entitled 
“Obligations  of  Sponsors  and  Monitors 
of  Clinical  Investigations.”  The  regula¬ 
tions  would  be  applicable  to  all  ongoing 
clinical  investigations  as  wejl  as  to  all 
investigations  initiated  after  the  effec¬ 
tive  date  of  the  regulations,  including 
investigations  conducted  outside  the 
United  States  under  an  IND  or  INAD 
notice  or  IDE  application  except  as  spe¬ 
cifically  exempted  under  5  52.15  of  these 
propos^  regulations.  Part  52  would  ulti¬ 
mately  include  additional  regulations 
applicable  to  sponsors. 

Scope  of  Regulations 

Proposed  8  52.1  states  that  these  regu¬ 
lations  set  forth  the  obligations  and 
commitments  of,  and  standards  of  con¬ 


duct  for,  persons  who  sponsor  and/or 
monitor  clinical  investigations  regulated 
by  FDA  under  section  505(1),  507(d), 
512(j).  and  520(g)  of  the  act.  as  well  as 
clinical  investigations  that  support  ap¬ 
plications  for  research  or  marketing 
permits  for  products  regulated  by  PDA, 
The  regulations  are  therefore  applicable 
to  the  following:  (1)  Clinical  investiga¬ 
tions  conducted  with  humans  that  in¬ 
volve  the  use  of  a  drug  (including  a 
biological  product) ,  medical  device,  food 
additive,  colw  additive,  cosmetic,  or  elec¬ 
tronic  product  and  (2)  clinical  inves¬ 
tigations  conducted  with  animals  that 
Involve  the  use  of  an  animal  drug  or 
a  food  additive  for  use  in  animal  feed, 
provided  such  additive  affects  nutrition 
or  other  animal  functions. 

Exemptions 

The  CommlssiMier  is  proposing  an  ex¬ 
emption  from  all  or  part  of  the  require¬ 
ments  of  this  regulation  for  certain  clini¬ 
cal  investigations. 

The  Commissioner  believes  that  the 
monitoring  requirements  (proposed 
88  52.28  and  52.29)  of  this  part  are 
neither  feasible  nor  essential  for  the 
protection  of  the  public  health  for  cer¬ 
tain  clinical  investigaticxis  and  proposes 
to  exempt  such  investigations  from  these 
requirements. 

The  Commissioner  recognizes  that 
there  are  a  number  of  test  articles  that 
are  not  commercially  available  and  are 
of  little  or  no  marketing  Importance  be¬ 
cause  of  economic  nonfeasibility  or  other 
reasims,  but  arc  furnished  to  the  medi¬ 
cal  profession  for  rare  disefises  or  to 
meet  unusual  needs  or  conditions,  or  are 
of  potential  value  in  clinical  investiga¬ 
tions  in  the  diagnosis  and/or  treatment 
of  subjects.  For  example,  a  firm  may  act 
as  a  sponsor  for  a  cancer  chemotherapy 
drug,  even  though  the  drug  has  rela¬ 
tively  low  sales  and  profit  potential,  to 
midie  it  available  to  physicians  for  a 
very  infrequent  from  of  cancer.  A  drug 
with  little  or  no  commercial  value,  but 
believed  to  be  effective  against  a  specific 
type  of  poisoning,  may  be  on  investiga¬ 
tional  status  so  as  to  be  available  as  a 
potentiid  life-saving  antidote.  An  evalu¬ 
ation  of  the  safety  and  effectiveness  of 
such  test  articles  is  difficult  because  of 
only  a  few  administrations  of  the  arti¬ 
cle,  differences  in  the  quality  of  docu¬ 
mentation  of  admliflstration  and  out¬ 
come,  and  lack  of  choice  in  selection  of 
subjects  since  very  few  cases  of  the  dis¬ 
ease  or  condition  occur.  Monitoring  of 
clinical  investigatiims  under  these  con¬ 
ditions  is  not  considered  to  be  essen¬ 
tial,  feasible,  or  necessary  for  the  pro¬ 
tection  of  the  public  health.  The 
Commisioner  is  therefiwe  proposing  in 
8  52.15(a)  to  exempt  such  clinical  in¬ 
vestigations  from  the  monitoring  re¬ 
quirements  of  Part  52. 

Further,  the  Commissioner  is  of  the 
opinion  that  clinical  Investigations  in¬ 
volving  a  drug  which  are  not  intended 
either  to  meet  the  requirements  for  an 
adequate  and  well -controlled  study  set 
forth  in  88  314.111  and  514.111,  or  are 
not  intended  to  meet  the  requirement 
for  providing  a  waiver  of  an  adequate 
and  well-controlled  study  as  set  forth  in 
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those  sections,  or  are  not  Intended  to 
demonstrate  the  bioavallabllity  or  bio- 
equivalence  of  a  drug  should  idso  be  ex¬ 
empt  from  these  monitoring  require¬ 
ments.  Such  studies  are  not  acceptable 
as  the  sole  basis  for  the  approval  of 
claims  of  effectiveness,  even  though  they 
may  provide  support  for  well-controlled 
studies  regarding  efficacy  or  yield  valu¬ 
able  data  regarding  safety  of  the  test 
article.  Monitoring  of  the  progress  of 
these  studies  is  therefore  not  considered 
essential. 

Proposed  { S2.15(a>  also  exempts  a 
sponsor-investigator  from  the  monitor¬ 
ing  requirements  of  SS  52.28  and  52.2B 
since  fimctlons  such  as  preinvestigation 
visits,  periodic  visits,  and  maintaining 
records  and  reports  of  such  visits  are 
not  applicable.  Finally,  1 52.15(a)  ex¬ 
empts  certain  studies  to  determine  the 
technical  effect  of  a  food  additive  in 
animal  feed. 

Comments  received  on  the  proposed 
investigational  device  regulations  ob¬ 
jected  to  the  applicability  of  those  reg¬ 
ulations  to  (1)  in  vitro  diagnostic  prod¬ 
ucts  that  are  not  iised  in  diagnosis 
the  subject  (or  if  used  in  diagnosis  they 
are  used  in  parallel  with  an  a{>proved 
diagnostic  product)  since  such  products 
are  invariably  accompanied  by  very  lit¬ 
tle  risk,  particularly  where  the  diagnostic 
product  does  not  involve  the  taking  of 
extra  subject  samples  to  conduct  the  in¬ 
vestigation:  and  (2)  custom  devices.  In 
the  preamble  to  those  proposed  regula¬ 
tions,  the  Commissioner  recognized  that 
some  investigations  of  in  vitro  diagnostic 
products  pose  no  safety  risk  to  the  sub¬ 
ject  and  that  different  requirements 
should  a];H>ly  to  clinical  Investigations 
using  these  devices.  Proposed  i  52.15(b) 
therefore  exnnpts  from  the  requirements 
of  Part  52  a  clinical  investigation  using 
a  diagnostic  device  (including  an  in  vitro 
diagnostic  device)  that  is  not  invasive, 
does  not  Introduce  energy  into  the  sub¬ 
ject,  and  is  not  used  in  the  diagnosis 
of  the  subject  without  the  simultaneous 
use  of  a  similar  approved  diagnostic  de¬ 
vice. 

Further,  the  Commissioner  prc^xjses 
in  i  52.15(b)  that  any  clinical  investi¬ 
gation  using  a  custom  device  that  is 
either  ordered  or  modified  by  a  i^ysi- 
cian  or  dentist  (or  other  specially  qual¬ 
ified  person  so  designated)  to  meet  the 
special  needs  of  a  specific  patient  is  also 
exempt  from  the  requirements  of  pro¬ 
posed  Part  52. 

Finally,  proposed  S  52.15(c)  would  per¬ 
mit  any  sponsor  subject  to  the  require¬ 
ments  of  Part  52  and  not  otherwise  ex¬ 
empted  by  this  section  to  petition  the 
Commissioner  for  a  waiver  of  all  or  part 
of  such  requirements.  The  petition  would 
be  submitted  in  accordance  with  21  CPR 
10.30  of  PDA’s  procedural  regulations, 
published  in  the  Federal  Register  of 
January  25,  1977  (42  PR  4680)  and  re¬ 
codified  in  the  Federal  Register  of 
March  22.  1977  (42  PR  15553).  The  basis 
for  the  belief  that  compliance  with  the 
requirements  of  this  regulation  is  not 
necessary  must  be  clearly  set  forth  in  the 
petition.  The  petitioner  would  continue 
to  be  subject  to  the  requirements  from 


which  a  waiver  is  sought  unless  and  xm- 
til  the  Commissioner  grants  the  petition. 
Any  request  by  a  sponsor  for  waiver 
from  certain  requirements  would  be  ad¬ 
dressed  by  the  Commissioner  on  a  case- 
by-case  basis. 

DEmniToifs 

Proposed  i  52.3  defines  a  number  of 
terms  used  in  proposed  Part  52.  Many  of 
the  proposed  definitions  pertain  to  terms 
that  can  be  variably  or  imprecisely  in¬ 
terpreted  by  persons  affected  by  the  pro¬ 
posed  regulation.  These  terms  are  de¬ 
fined  to  provide  a  common  basis  of  xm- 
derstandlng  for  the  agency,  the  regu¬ 
lated  indxistry,  and  the  general  public 
regarding  the  terms’  xised  in  Part  52. 

In  proposed  152.3(a),  the  term  “act” 
is  limited  to  the  Federal  Pood,  Drxig,  and 
Cosmetic  Act,  as  amended.  This  is  ccm- 
sistent  with  definitions  appearing  else¬ 
where  in  the  agency's  regxilatlons.  Other 
statutes,  when  used,  will  be  mentioned 
by  name,  eg:.,  the  Public  Health  Service 
Act. 

The  decision  to  make  these  proposed 
regxilatlons  agency-wide  in  scope  re¬ 
quired  a  term  that  would  include  all  the 
varloxis  reqxiirements  for  submission  of 
scientific  data  and  information  to  the 
agency  under  its  regxilatory  Jurisdiction, 
even  thoxigh  in  certain  cases  no  permis¬ 
sion  is  technically  required  from  FDA 
for  the  conduct  of  a  proposed  activity 
with  a  particxUar  product,  l.e.,  carrying 
out  research  or  continuing  marketing 
of  a  product.  The  term  chosen,  “applica- 
tloiv  for  research  or  marketing  permit,” 
is  intended  solely  as  a  shorthand  way  of 
referring  to  at  least  26  separate  cate¬ 
gories  of  data  and  information  that  are 
now.  or  in  the  near  future  will  become, 
subject  to  requirements  for  submission  to 
the  agency:  the  term  is  defined  in  i  52.- 
3(b). 

The  proposed  definition  of  the  term 
“clinical  Investigation”  in  I  52.3(c)  in¬ 
cludes  experiments  subject  to  require¬ 
ments  for  submission  to  PDA  fw  review, 
and  in  some  cases  approval,  before  they 
can  be  begxm  xmder  IND,  INAD,  or  IDE 
requirements,  and  experiments  not  sub¬ 
ject  to  such  reqxiirements  but  the  results 
of  which  are  intended  to  be  later  submit¬ 
ted  to,  or  held  for  inspection  by,  FDA 
as  part  of  an  application  for  a  research 
or  marketing  permit.  The  term  excludes 
experiments  that  are  subject  to  the  pro¬ 
visions  of  proposed  Part  3e  (21  CPR  Part 
3e)  regarding  good  laboratory  practice 
for  nonclinical  laboratory  studies,  pnib- 
lished  in  the  Federal  Register  of  No¬ 
vember  19.  1978  (41  PR  51206).  (Sub¬ 
chapter  A  was  subsequently  recodified 
and  published  in  the  Federal  Register 
of  March  22.  1977  (42  PR  15553) ;  under 
this  new  numbering  system,  proposed 
Part  3e  will  become  final  under  Part  58.) 

In  152.3(d),  the  Commissioner  pro¬ 
poses  to  define  for  the  first  time  the  term 
“contract  research  organization.”  Hie 
Commissioner  believes  it  is  important  to 
identify  this  person  because  a  contract 
research  organization  must  comply  with 
the  specific  regulations  relating  to  any 
sponsor  obligations  that  it  assumes  in 
the  clinical  investigation. 


Section  52.3(f)  proposes  to  define  for 
the  first  time  the  term  “monitor”  (as  a 
noxm)  to  mean  a  designated  individual 
selected  by  a  sponsor  or  contract  re¬ 
search  organization  to  oversee  the  prog¬ 
ress  of  a  clinical  investigation.  The  moni¬ 
tor  may  be  a  fxUl-tlme  employee  of  the 
sponsor  or  contract  research  organiza¬ 
tion  or  a  consultant  to  the  sponsor  or 
contract  research  organization.  TTie  verb 
“monitor”  is  defined  to  mean  the  act 
of  overseeing  the  progress  of  a  clinical 
investigation  in  accordance  with  pro¬ 
posed  S  52.29. 

In  i  52.3(h),  the  proposed  definition 
of  the  term  “sponsor”  differs  from  that 
found  in  fS  310.3(J)  and  510.3(k)  (21 
CPR  310.3(J)  and  510.3(k)).  but  the 
Commissioner  considers  this  proposed 
definition  more  appropriate  in  that  it 
clearly  distinguishes  a  sponsor  from  an¬ 
other  term,  “investigator.”  defined  in 
proposed  S  52.3(e).  Many  investigations 
are  initiated  and  actually  conducted  by 
the  same  person:  this  investigator  may 
carry  out  the  investigation  himself  or 
with  other  investigators  responsible  to 
him.  Thxis,  the  Ccmimlssioner  proposes 
to  identify  this  role  as  “sponsor-investi¬ 
gator”  and  defines  the  term  in  §  52.3(i). 
Unlike  the  term  “sponsor,”  the  "sponsor- 
investigator”  is  limited  to  individuals. 

The  definition  of  “subject,”  proposed 
in  S52.3(J).  includes  healthy  humans, 
healthy  and  xmhealthy  animals,  and  pa¬ 
tients  to  whom  the  test  articles  might 
offer  a  therapeutic  benefit  or  provide  di¬ 
agnostic  information.  This  definition  is 
in  accord  with  past  FDA  policy.  To  in¬ 
clude  all  research  subject  to  FDA  rexdew 
or  regulation,  the  term  “subject”  in¬ 
cludes  both  human  beings  and  certain 
animals.  Whenever  only  hximan  subjects 
are  intended,  the  text  shall  clearly  so  in¬ 
dicate.  The  term  “subject,”  when  applied 
to  animals  other  than  man,  may  apply 
to  either  an  individual  or  a  group,  de¬ 
pending  on  whether  an  individxial  or 
group  response  is  being  measured. 

Contract  Research  Organization 

Proposed  i  52.5  states  the  applicability 
of  these  proposed  regulations  to  a  con¬ 
tract  research  organization  when  it  as¬ 
sumes  one  or  more  obligations  of  a  spon¬ 
sor.  A  contract  research  organization 
would  be  required  to  comply  with  the 
specific  regulations  in  this  part  applicable 
to  those  obligations  that  it  assximes  for  a 
sponsor.  At  any  time.  PDA  may  institute 
appropirate  regulatory  action  applicable 
to  a  sponsor,  includW  disqualification, 
against  a  contract  research  organization 
for  failure  to  cwnply  with  such  regxila- 
tions  as  thoxigh  the  organization  were 
the  sponsor.  In  the  text  of  the  regulation, 
all  references  to  “sponsor”  shall  include 
a  contract  research  organization  to  the 
extent  it  assumes  the  obligations  of  the 
sponsor. 

Proposed  I  52.5  requires  that  when  a 
sponsor  transfers  to  a  contract  research 
organization  a  responsibility  for  one  or 
more  of  the  obligations  set  forth  in  this 
part  or  in  related  pcu^ts  of  Title  21  of  the 
Code  of  Federal  Regxilatlons  regarding 
clinical  investigations  (e.g..  Parts  312, 
511,  and  812),  such  transfer  shall  be  in 
writing,  describing  each  of  the  obliga- 
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tions  being  assumed  by  the  contract  re- 
Siearch  organization.  The  name  and  ad¬ 
dress  of  the  contract  research  organiza¬ 
tion  would  be  required  to  be  submitted 
by  the  sponsor  to  PDA  as  part  of  the  ap¬ 
plication  for  research  or  marketing  per¬ 
mit. 

iNSTiTirrioNAL  Review  Committee 
Approval 

In  responding  to  the  question  of  to 
what  extent  the  sponsor  should  monitor 
the  overseeing  of  drug  testing  by  institu¬ 
tions  in  which  investigations  are  being 
conducted,  the  NAS/NRC  report  states 
••The  sponsor  should  require  that  the  in¬ 
vestigator  provide  reports  of  on-going 
institutional  review  of  a  new  drug,  and 
it  appears  to  the  Ad  Hoc  Committee  that 
such  reports  are  simply  a  part  of  the 
usual  monitoring  procedures  of  spon¬ 
sors.  Providing  the  data  is  a  responsibil¬ 
ity  of  the  investigator,  but  it  is  the  spon- 
sor  s  duty  to  see  that  the  investigator 
provides  the  report  at  the  time  specified 
for  periodic  review  in  the  institution 
concerned." 

The  Commissioner  concurs  with  the 
response  in  the  NAS/NRC  report.  In 
§  52.25.  the  Commissioner  proposes  that 
if  a  clinical  investigation  is  subject  to  an 
institutional  review  requirement  under 
either  §  312.1  or  proposed  §  812.60  or  any 
other  applicable  regulations  of  this  chap¬ 
ter.  the  sponsor  shall  assure  that  the 
proposed  clinical  investigation  (includ¬ 
ing  the  protocol  or  investigational  plan, 
a  report  of  prior  investigations  (if  a 
medical  device),  and  the  materials  to  be 
used  in  obtaining  consent  of  human  sub¬ 
jects)  has  been  submitted  to  the  insti¬ 
tutional  review  committee  for  review 
and  approval  before  any  human  subjects 
are  allowed  to  participate  in,  or  re¬ 
quested  formally  to  participate  in.  the 
investigation. 

Selection  and  Obligations  of  a  Monitor 

Proposed  §  52.28  would  require  a  spKin- 
sor  to  designate  one  or  more  appropri¬ 
ately  trained  and  qualified  individuals  to 
monitor  the  progress  of  a  clinical  investi¬ 
gation.  A  sponsor  may  choose  to  name 
more  than  one  monitor  in  order  to  use 
individuals  with  different  imique  qualifi¬ 
cations,  e.g.,  physician,  veterinarian, 
clinical  research  associate,  engineer. 
The  sponsor  would  assure  that  a  moni¬ 
tor  carries  out  his  duties  in  accordance 
with  written  procedures  established  by 
the  sponsor  and  in  accordance  with  the 
following  obligations  proposed  by  §  52.29. 

1.  Preinvestigation  visit.  The  Commis¬ 
sioner  believes  that,  prior  to  an  investi¬ 
gator’s  participation  in  any  clinical  in¬ 
vestigation,  except  as  exempted  under 
§  52.15,  the  monitor  must,  through  per¬ 
sonal  contact,  assure  that  the  investiga¬ 
tor  clearly  understands  and  accepts  his 
obligations  in  conducting  the  clinical  in¬ 
vestigation.  The  NAS/NRC  reports  sup¬ 
ported  this  concept. 

The  Commissioner  proposes  a  require¬ 
ment  in  §  52.29(a)  that  the  monitor  per¬ 
sonally  visit  each  investigator  before  the 
investigator’s  participation  in  each  new 
clinical  investigation.  During  this  visit, 
the  monitor  shall  assure  that  the  inves¬ 


tigator  understands  the  investigational 
status  of  the  test  articles  and  the  nature 
of  the  protocol  or  investigational  plan 
and  controls,  and  that  the  investigator 
accepts  his  obligations  in  conducting  the 
investigation  as  set  forth  in  applicable 
regulations.  The  Commissioner  believes, 
however,  that  such  a  visit  may  be  waived 
if  the  monitor  has  visited  the  investiga¬ 
tor  within  a  12-month  peri(xl  before  the 
new  investigation. 

Whether  the  monitor  actually  visits 
the  site  of  the  investigation,  proposed 
S  52.29(a)  provides  that  the  monitor  as¬ 
sure  that  the  investigator  and  his  staff 
have  sufiQcient  time  and  access  to  an 
adequate  number  of  patients  to  conduct 
the  investigation  and  to  fulfill  his  or  her 
obligations  in  conducting  the  investiga¬ 
tion. -As  part  of  this  appraisal,  the  moni¬ 
tor  shoiild  ascertain  the  magnitude  of 
other  studies  being  conducted  concur¬ 
rently  by  the  Investigator.  The  Commis¬ 
sioner  is  of  the  opinion  that  the  inves¬ 
tigator  must  be  able  to  devote  an  appro¬ 
priate  portion  of  his  own  time  to  the 
clinical  investigation  and  must  not  serve 
merely  as  a  figurehead  for  clinical  in¬ 
vestigation  performed  by  his  staff.  An 
investigator  who  does  not  meet  the 
standards  set  forth  under  5  52.29(a) 
should  not  be  accepted  by  the  sponsor  as 
an  investigator  for  a  clinical  investiga¬ 
tion  and  should  not  be  included  in  any 
IND,  INAD,  or  IDE  submitted  to  PDA. 

2.  Periodic  visits.  In  its  report,  the 
NAS/NRC  stated  that  the  sponsor, 
through  a  knowledgeable  agent,  should 
be  required  to  visit  the  investigator  at 
the  actual  site  of  study  in  order  to  as¬ 
sure  adherence  to  the  study  protocol. 
The  Commissioner  agrees  that  continued 
personal  contact  with  the  investigator  is 
necessary.  Accordingly,  in  §  52.29(b)  he 
proposes  a  requirement  that  the  moni¬ 
tor  maintain  personal  contact  with  each 
Investigator  through  site  visits  during 
the  investigation  and  additionally,  if  de¬ 
sired,  by  conducting  meetings  with  the 
investigator  or  group  of  investigators. 
Such  visits  and/or  meetings  would  en¬ 
sure  continued  acceptability  of  facilities, 
adherence  to  the  protocol  or  investiga¬ 
tional  plan  and  to  applicable  PDA  regu- 
lati()ns  regarding  obligations  of  the  in¬ 
vestigator,  maintenance  of  adequate  rec¬ 
ords,  and  timely,  adequate,  and  accurate 
data  submissions  to  the  sponsors  by  the 
investigator. 

Section  52.29(b)  proposes  that  these 
^ri(xlic  visits  include  a  review  of  source 
documents  (eg.,  subject  records)  and 
case  repoi^  for  adequacy  of  entries  or 
data,  illegible  entries,  missing  data,  and 
missing  subject  visits  or  examinations. 
This  would  require  a  comparison  of  the 
case  reports  with  the  investigator’s  indi¬ 
vidual  subject  records.  ’The  Commis¬ 
sioner  proposes  that,  in  this  review,  the 
monitor  also  document  those  subjects 
lost  to  the  study  and  the  reasons  for  such 
dropouts.  Where  associates  of  the  in¬ 
vestigator  prepare  the  case  reports,  the 
monitor  should  assure  that  the  investi¬ 
gator  himself  not  only  reviews  the  case 
reports  but  also  determines  the  accuracy 
of  these  reports  and  their  reconcilability 
with  source  documents. 


The  Commissioner  proposes  to  require 
that  the  frequency  of  the  periodic  visits 
be  sufficient  to  assure  that  the  obliga¬ 
tions  of  the  investigator  are  being  ful¬ 
filled.  The  monitor  would  be  required  to 
document  in  his  own  records  time  inter¬ 
vals  between  visits,  and  if  these  are  more 
than  12  months  apart,  give  the  reasons 
for  the  longer  interval. 

3.  Records  of  visits.  Proposed  I  52.29- 
(c)  Imposes  certain  requirements  on  the 
monitor  regarding  records  to  be  main¬ 
tained  of  each  preinvestigation  visit  and 
each  periodic  visit. 

Pinally,  proposed  !  52.29  would  require 
the  monitor  to  be  available  for  consulta¬ 
tion  at  the  request  of  the  investigator 
and  to  act  as  the  liaLson  and  communi¬ 
cation  link  between  the  sponsor  and  the 
investigator. 

The  Commissioner  advises  that  pro¬ 
posed  S  52.29  clearly  sets  forth  the  spe¬ 
cific  obligations  of  a  monitor  as  opposed 
to  those  of  a  sponsor  in  a  clinical  investi¬ 
gation.  ’This  presentation  differs  slightly 
from  the  manner  in  which  similar  pro¬ 
posed  requirements  were  set  forth  in  the 
investigational  device  regulations.  ’The 
Commissioner  believes  that  this  degree 
of  specificity  will  promote  a  better  under¬ 
standing  of  the  role  of  the  participants 
in  a  clinical  Investigation. 

PACILI’nES 

The  NAS/NRC  report  stated  that 
sponsors  must  be  assured  as  to  the  ade¬ 
quacy  of  physical  facilities  that  are  em¬ 
ployed  in  clinical  studies.  ’The  report  fur¬ 
ther  stated  that  validation  (l.e.,  verifica¬ 
tion  by  an  agreed-upon  second  labora¬ 
tory  of  abnormal  test  results)  is  one  as¬ 
surance  of  laboratory  quality,  but  the 
best  assurance  of  quality  control  is  to 
insist  on  the  high  quality  of  the  labora¬ 
tory. 

•The  Commissioner  is  of  the  opinion 
that  the  sponsor,  as  part  of  his  respon¬ 
sibility  for  the  conduct  of  a  clinical  in¬ 
vestigation,  is  obligated  to  assure  the 
adequacy,  before  any  clinical  investiga¬ 
tion,  of  any  proposed  facilities  to  be  used 
by  each  investigator  during  the  proposed 
clinical  investigation.  Any  such  assur¬ 
ance  should  include  procedures  to  deter¬ 
mine  laboratory  proficiency  in  the  anal¬ 
ysis  of  an  authenticated  sample  sub¬ 
mitted  by  the  sponsor  for  any  facility  to 
be  used  for  conducting  laboratory 
prixiedures. 

’Therefore,  in  §  52.47  the  Commissioner 
proposes  to  require  that  the  sponsor  as¬ 
certain  the  adequacy  of  any  proposed 
facility  to  be  used  by  each  of  the  in¬ 
vestigators.  Clinical  laboratory  facilities 
licensed  under  the  Clinical  Laboratories 
Improvement  Act  (CLIA)  (42  U.S.C. 
263a)  are  subject  to  proficiency  testing 
(under  42  CFR  74.40)  in  those  proce¬ 
dures  or  categories  of  procedures  for 
which  a  license  application  has  been 
filed:  proficiency  testing  is  designed  to 
determine  the  competency  of  laboratory 
staff  and  the  adequacy  and  quality  of  fa¬ 
cilities,  equipment,  reagents,  working 
condition,  and  prcwedures.  In  addition, 
the  Center  for  Disease  Control  (CDC) 
recognizes  certain  other  proficiency  test¬ 
ing  programs  as  being  equivalent  to  the 
CLIA  program,  e.g.,  the  proficiency  test- 
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Ing  program  of  the  College  of  American 
Pathologiste  and  the  New  York  State 
progrsmi.  Clinical  laboratories  accredited 
by  these  bodies  are  exempt  from  the 
CLIA  proficiency  testing  program.  Tlie 
Commissioner  concludes  that  licensure 
or  accreditation  under  these  programs  is 
one  acceptable  measure  of  the  adequacy 
of  a  clinical  laboratory  facility. 

The  Commissioner  further  believes 
that  in  those  cases  where  the  clinical 
laboratory  facility  is  either  not  licensed 
under  the  CUA  or  not  accredited  by  an¬ 
other  body  recognized  by  CDC,  or  where 
such  facility  is  so  licensed  but  not  for 
all  the  procedures  or  categories  of  pro¬ 
cedures  to  be  conducted  during  the  clin¬ 
ical  investigation,  the  sponsor  should  de¬ 
termine  the  facility’s  capability  to  do  the 
required  tests  by  use  of  an  analogous 
proficiency  testing  program.  The  Com¬ 
missioner  also  believes  that  the  adequacy 
of  all  other  facilities  to  be  used  by  an  in¬ 
vestigator  in  a  clinical  investigation 
should  be  determined  by  the  sponsor  by 
use  of  a  proficiency  testing  program.  The 
sponsor’s  plan  for  proflciency  testing  of 
a  facility  and  the  sponsor’s  acceptance 
level  shall  be  made  available  to  FDA  dur¬ 
ing  an  Inspection  or  by  a  submission  on 
written  request  of  the  agency.  It  is  the 
Commissioner’s  position  that  facilities 
either  licensed  under  CLIA,  accredited 
by  another  body  recognized  by  CDC,  or 
t^ted  for  proflciency  by  the  sponsor  can 
'  be  relied  on  to  assure  that  abnormal 
findings  have  been  verified  for  accuracy 
and  that  such  findings  are  reliable, 

’Test  Article 

1.  Promotion  and  sale  of  test  articles. 
Proposed  S  52.118  prohibits  promotiCHi  of 
an  unmarketed  ,test  article  as  safe  and 
effective  for  the  purposes  for  which  it  is 
under  investigation,  or  otherwise  com¬ 
mercializing  a  test  article.  ’The  Commis¬ 
sioner  advises  that  this  is  in  accord  with 
the  intent  of  Congress  in  enacting  the 
Drug  Amendments  of  1962  and  with  cur¬ 
rent  FDA  policy,  e.g.,  21  CFR  312.1(a) 
(10)  and  (11),  and  assures  that  claims 
for  test  articles  are  not  made  pre¬ 
maturely,  that  the  test  article  is  not  dis¬ 
tributed  excessively  during  clinical  in¬ 
vestigations,  and  prevents  an  investiga¬ 
tional  exemption  from  serving  as  a 
subterfuge  for  unapproved  commercial 
marketing. 

The  Commissioner  advises  that  this 
requirement  does  not  apply  to  test  arti¬ 
cles  that  are  lawfully  marketed  at  the 
time  of  the  investigation,  e  g.,  marketed 
drugs  undergoing-  bioavailability  testing 
or  marketed  devices  being  tested  to  com¬ 
ply  with  the  Medical  Device  Amend¬ 
ments  of  1976. 

2.  Records  of  receipt  and  disposition  of 
test  articles.  Proposed  !  52.108  affirms 
the  current  requirement  that  the  spmisor 
must  maintain  appropriate  accounting 
procedures  for  all  usage  of  the  test  arti¬ 
cle.  (See.  e.g.,  21  CFR  312.1(a)  (4) .)  This 
means  that  receipt,  shipment,  or  other 
disposition  of  all  supplies  of  all  test  arti¬ 
cles  shipped  to  him  by  others  and 
shipped  by  him  to  investigators  should 
be  recorded.  A  comment  on  such  a  pro¬ 
posal  as  part  of  the  Investigational  de¬ 


vice  regulations  objected  to  provisions 
requiring  that  record  include  the  serial, 
batch,  lot,  or  other  identification  number 
for  a  device,  because  section  520 (J)  of 
the  act  prohibits  imnecessary  trace- 
ability  requirements  and  the  preamble  to 
the  proposal  gave  no  Justlflcatlon  for 
such  a  requirement.  The  Commissioner 
advises  that  section  520(J)  permits  such 
requirements  if  necessary  to  assiu'e  the 
protection  of  the  public  health.  He 
therefore  concludes  that  the  mainte¬ 
nance  of  adequate  and  accurate  records 
showing  the  shipment,  receipt,  or  other 
disposition  of  a  device  used  in  a  clinical 
investigation  and  Including  the  serial, 
batch,  lot.  or  other  identlflcaticm  number 
of  the  device  is  necessary  to  assure  strict 
control  over  an  investigational  device 
and  protection  of  the  public  health. 

3.  Dispostfion  of  unused  test  arti¬ 
cles.  In  proposed  i  52.114,  the  Commis¬ 
sioner  is  restating  the  obligaticm  of  a 
sponsor  to  assure  the  return  of  all  un¬ 
used  or  reusable  (in  reference  to  an  in¬ 
vestigational  device)  supplies  of  a  test 
article  from  an  individual  investigator 
whenever  the  investigator  discontinues 
or  completes  his  partlcipaticm  in  the 
clinical  investigation  or  the  investiga¬ 
tion  is  terminated.  (See.  e.g.,  21  CFR 
312.1(a)(7).)  A  comment  on  a  similar 
proposal  as  part  of  the  investigational 
device  regulations  suggested  that  the 
wording,  “the  sponsor  shall  recall  from 
investigators.”  be  changed  to  “the  spon¬ 
sor  shall  retrieve  from  investigators.” 
The  Commissioner  has  modified  the  lan- 
g\iage  of  this  paragraph  in  proposed 
I  52.114  to  more  clearly  define  the  spon¬ 
sor’s  obligation  regarding  disposition  of 
an  unused  or  reusable  test  article  fol¬ 
lowing  discontinuation,  termination,  or 
completion  of  a  clinical  investigation. 

The  Commissioner  also  prcHxees  that 
a  test  article  be  returned  at  the  request 
of  the  sponsor  even  though  the  investi¬ 
gation  itself  is  not  completed,  termi¬ 
nated,  or  discontinued.  For  example,  a 
sponsor  may  request  the  return  of  a 
test  article  to  allow  for  substitution  of 
one  batch  of  a  drug  or  device  for  an¬ 
other  or,  in  the  case  of  a  cutback  in  the 
scope  of  the  study  from  Phase  2  to  Phase 
1.  the  withdrawal  of  the  test  article 
from  certain  investigators.  The  C<mi- 
missioner  is  also  allowing  for  alternate 
disposition  of  unused  or  reusable  sup- 
pllM  of  a  test  article.  Proposed  §  52.114 
provides  that  a  sponsor  may  authorize 
in  writing  alternate  disposition  of  such 
supplies  of  a  test  article  provided  such 
disposition  does  not  expose,  directly  or 
indirectly  through  food-producing  ani¬ 
mals,  humans  to  experimental  risks  from 
the  article.  A  sponsor  would  be  required 
to  maintain  records  of  any  alternate  dis¬ 
position  in  accordance  with  proposed 
§  52.108. 

Evaluation  of  Safety  and  Effectiveness 
Data 

Proposed  §  52.126  imposes  the  require¬ 
ment  that  the  sponsor  promptly  review 
all  new  data  received  from  an  investi¬ 
gator  regarding  the  safety  or  effective¬ 
ness  of  the  test  article.  Further,  the 
sponsor  would  be  required  to  evaluate 


periodically  all  data  received  from  aU 
investigators  in  a  clinical  investigation  ■ 
regarding  the  safety  or  effectiveness  of 
the  test  article.  These  requirements  en¬ 
able  the  sponsor  to  obtain  an  overall 
view  of  the  study,  detect  and  report  to 
the  FDA  any  adverse  experience  or 
alarming  findings  from  use  of  the  test 
article,  assess  the  beneflt-to-risk  ratio 
Justifying  the  investigation  in  a  more 
timely  manner,  and  make  adequate  and 
accurate  progress  reports  to  FDA. 

Records  and  Reports 

In  S  52.195,  the  Commissioner  pro¬ 
poses  a  requirement  that  the  records 
to  be  maintained  by  either  a  sponsor 
or  monitor  under  this  part  and  under 
any  other  regulations  in  this  chapter 
regarding  clinical  investigations  (e.g.. 
Parts  312,  511,  and  812)  be  retained  for 
one  of  the  following  three  alternate  pe¬ 
riods,  whichever  is  shortest:  (1)  A  period 
of  at  least  2  years  following  the  date 
on  which  the  test  article  is  approved  by 
FDA  for  marketing  for  the  purposes  that 
were  the  subject  of  the  clinical  invest!-  • 
gations;  (2)  a  period  of  at  least  5  years 
following  the  date  on  which  the  results 
of  the  clinical  investigation  are  sub¬ 
mitted  to  FDA  in  support  of  or  as  part 
of  an  application  for  a  research  or  mar¬ 
keting  permit  for  the  test  article  for  the 
purposes  that  were  the  subject  of  the 
investigation;  or  (3)  in  other  situations 
(e.g.,  where  the  clinical  investigation 
does  not  result  in  the  submission  of  data 
from  the  investigation  in  support  of  or 
as  part  of  an  application  for  a  research 
or  marketing  permit),  a  period  of  at 
least  2  years  following  the  date  on  which 
the  entire  investigation  (not  merely  an 
Investigator’s  portion  of  an  investigation 
involving  more  than  one  investigator)  is 
completed,  terminated,  or  discontinued. 

Compliance  and  Enforcement 

Defining  the  obligations  of  sponsors 
in  monitoring  clinical  investigations 
constitutes  a  major  advance  in  FDA 
policy.  It  does,  however,  raise  the  ques¬ 
tion  of  what  to  do  if  a  sponsor  fails  to 
carry  out  these  requirements.  Several 
options  are  available,  and  each  has. an 
appropriate  place  in  FDA’s  compliance 
program.  The  regulatory  sanctions  avail¬ 
able  for  use  in  cases  of  noncompliance 
include: 

1.  Notifying  the  sponsor  of  deficiencies 
observed  during  an  inspection.  It  will  be 
the  practice  of  an  FDA  investigator  to 
do  this  upon  concluding  an  inspection. 

2.  Issuing  more  formal  warnings  that 
important  discrepancies  between  the 
conditions  observed  and  regulatory  re¬ 
quirements  must  be  corrected  in  order 
for  the  sponsor  to  avoid  more  severe  reg¬ 
ulatory  action.  This  step  generally  will  be 
accomplished  through  formal  regulatory 
correspondence. 

3.  Determining  that  data  from  one  or 
more  specific  clinical  investigations  will 
not  be  considered  by  FDA  in  support  of 
an  application  for  a  research  or  market¬ 
ing  permit.  This  would  not  mean  that 
the  data  need  not  be  submitted  to  FDA. 
’The  usual  rule  that  all  data  and  infor¬ 
mation  relevant  to  a  particular  article, 
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e.g..  a  proposed  or  marketed  product, 
must  be  submitted  remains  in  el![ect. 
Finding  that  an  investigation  is  not  ac¬ 
ceptable  in  support  of  an  application  f^r 
a  research  or  marketing  permit  means 
that  the  agency  will  not  rely  upon  the 
study  as  providing  evidence  of  safety  or 
effectiveness  of  the  product  or  any  other 
condition  required  by  law  for  a  research 
or  marketing  permit.  Rejection  of  a  par¬ 
ticular  Investigation  from  consideration 
in  support  of  an  application  is  provided 
for  by  statute  in  the  procedures  and  cri¬ 
teria  for  determining  whether  the  appli¬ 
cation  is  approvable  under  the  Federal 
Food.  Drug,  and  Cosmetic  Act  or  the 
Public  Health  Service  Act;  for  example, 
a  determination  that  a  faulty  study  pre¬ 
cludes  a  finding  that  a  new  drug  is  safe 
would  be  made  in  accordance  with  the 
procedures  set  forth  in  section  505(d) 
of  the  act  and  21  CFR  Part  314.  Accord¬ 
ingly.  no  special  procedures  need  be  pre¬ 
scribed.  The  standards  for  conduct  of 
sponsors  thus  represent  amplification  of 
the  legal  requirements  regarding  evi¬ 
dence  of  safety,  and,  where  applicable, 
effectiveness  necessary  to  approve  an 
application  for  a  research  or  marketing 
permit. 

4.  Disqualifying  a  sp>onsor  as  an  ac¬ 
ceptable  sponsor  to  conduct  clinical  in¬ 
vestigations  regulated  by  or  submitted  to 
FDA.  This  would  mean  that  no  new  clin¬ 
ical  investigations  subject  to  prior  sub¬ 
mission  to  PDA.  i.e.,  via  an  IND,  INAD, 
or  IDE,  would  be  authorized  if  they  were 
to  be  conducted  by  or  for  the  sponsor. 
Second,  similar  ongoing  clinical  investi¬ 
gations  conducted  by  or  for  the  sponsor 
could  be  terminated  or  suspended  until 
transferred  to  another  sponsor.  Third, 
data  and  information  from  any  clinical 
investigation  performed  by  or  for  the 
sponsor  might  not  be  considered  in  sup¬ 
port  of  any  application  for  a  research 
or  marketing  permit.  In  this  case,  the 
determination  that  data  generated  by 
the  sponsor  are  not  acceptable  in  sup¬ 
port  of  an  application  is  not  limited  to 
a  particular  study,  but  may  extend  to  all 
studies  carried  out  under  the  auspices 
of  the  sponsor  that  may  have  been  af¬ 
fected  by  the  violative  behavior.  This 
sanction  would  be  used  when  the  defi¬ 
ciencies  found  with  a  sponsor  are  of  such 
a  widespread  or  fundamental  nature  that 
the  safety  of  subjects  in,  or  the  rights 
of  human  subjects  in,  or  the  quality  and 
integrity  of.  a  number  of  investigations 
conducted  by  or  for  the  sponsor  have 
probably  been  compromise,  or  when 
the  sponsor  has  failed  to  comply  with 
the  agency’s  regulations  after  previous 
warnings. 

The  Commissioner  believes  disqualifi¬ 
cation  is  an  important  alternative  to 
rejection  of  specific  studies  and  legal 
prosecution  (discussed  below),  because 
it  can  reduce  by  consolidation  the  num¬ 
ber  of  investigations  and  proceedings 
that  might  be  required  for  a  study-by¬ 
study  review:  It  can  permit  the  agency 
to  accept  an  investigation  that  might 
otherwi^  have  to  be  rejected  and  re¬ 
peated  with  an  unnecessary  risk  to  hu¬ 
man  subjects,  and  it  obviates  using  judi¬ 


cial  proceedings  except  for  the  most  de¬ 
liberate  or  egregious  offenses.  _ 

Unlike  rejection  of  a  specific  study  and 
legal  prosecution,  disqualification  is  not 
explicitly  provid^  for  by  statute  and 
thus  necessitates  the  promulgation  of 
reg\Uati(Mis  describing  the  procedures  for 
and  consequences  of  imposing  this  sanc¬ 
tion:  much  of  the  remainder  of  this  pre¬ 
amble  is  devoted  to  this  matter.  This  ex¬ 
tensive  discussion  should  not,  however, 
be  read  as  implying  that  disqualification 
is  the  exclusive  or  even  the  primary  ad¬ 
ministrative  action  for  noncompliance 
with  these  regulations.  It  will  be  used 
only  when  the  Commissioner  concludes 
that  lesser  sanctions  have  not  or  prob¬ 
ably  will  not  be  effective  in  achieving 
compliance. 

5.  Obtaining  a  court  injunction 
against  further  violations  of  the  act  and 
implementing  regulations.  This  form  of 
judicial  action  has  not  previously  been 
used  by  FDA  to  enforce  the  obligations 
of  sponsors  of  clinical  investigations,  but 
may  be  considered  in  the  future. 

6.  Recommending  prosecution  of  the 
sponsor  of  a  clinical  investigation  for  vi¬ 
olations  of  Federal  criminal  laws,  includ¬ 
ing  vicriations  of  the  act  and/or  the  U.S. 
Criminal  Code.  The  circumstances  in 
which  criminal  penalties  might  be  sought 
against  a  sponsor  would  probably  repre¬ 
sent  rare  and  extraordinary  cases  such 
as  deliberate  fraud  or  willful  and  gross 
violations  of  individual  rights  or  safety. 

The  Commissioner  is  aware  of  the  wide 
range  of  severity  in  these  sanctions.  He 
has  directed  the  preparation  of  a  com¬ 
pliance  program  that  will  identify  the 
administrative  and  legal  sanctions  that 
FDA  may  invoke  upon  findings  of  vari¬ 
ous  types  of  noncompliance  These  sanc¬ 
tions  and  the  internal  procedures  by 
which  they  will  be  applied  will  be  con¬ 
tained  in  an  FDA  Compliance  Program 
Ouide  to  be  made  publicly  available  upon 
its  completion.  An  understanding  of  this 
document  should  lessen  fears  of  inap¬ 
propriate  penalties. 

’The  experience  of  FDA  is  enforcing 
regulations  concerning  the  conduct  of 
persons  in  clinical  investigations  under 
the  agency’s  jurisdiction  has  indicated  a 
need  for  administrative  sanctions  in  ad¬ 
dition  to  court  enforcement  proceedings 
and  rejection  of  data  on  a  study-by-study 
basis.  Criminal  prosecutions  are  serious, 
demand  significant  resources,  and  are  in¬ 
appropriate  for  enforcement  of  these 
regulations  when  noncompliance  does 
not  refiect  criminal  intent,  bad  faith,  or 
gross  negligence.  Study-by-study  audits 
and  proceedings  to  reject  data  also  cost 
much  in  time  and  resources;  they  may  be 
redundant  if  the  violations  are  pervasive, 
or  they  may  be  inappropriate  if  the  data 
are  scientifically  valid.  For  these  reasons, 
FDA  has  in  the  past  used  another  sanc¬ 
tion,  termed  the  “disqualification  proc¬ 
ess,’’  to  obtain  compliance  with  certain 
requirements  regarding  clinical  investi¬ 
gators.  (See  21  CFR  312.1(c)  and  511.- 
1(c).) 

Disqualification,  in  the  case  of  clinical 
investigators,  has  simply  meant  that  an 
investigator  is  no  longer  eligible  to  re¬ 
ceive  investigational  drugs  under  his  own 


or  someone  else’s  IND.  It  imposes  no 
fine;  it  attaches  no  direct  financial  lia¬ 
bility  (except  to  the  extent  that  an  in¬ 
vestigator  may  be  unable  to  fulfill  a  re¬ 
search  contr8M:t) ;  it  does  not  revoke  a 
medical  license  or  institutional  privi¬ 
leges.  The  disqualification  of  an  investi¬ 
gator  is  intended  to  achieve  two  objec¬ 
tives:  first,  it  precludes  a  disqualified  in¬ 
vestigator  from  access  to  any  test  article 
until  he  can  demonstrate  his  ability  and 
willingness  to  conform  to  the  standards 
for  conducting  clinical  investigations  es¬ 
sential  to  assure  scientifically  sound  and 
ethical  research;  second,  disqualification 
provides  a  mechanism  for  refusing  to 
accept  data  prepared  by  the  investigator 
in  support  of  an  application  for  a  re-  " 
search  or  marketing  permit.  Disqualifi¬ 
cation  has  not  been  used  with  great  fre¬ 
quency  by  FDA;  in  15  years,  only  24  in¬ 
vestigators  have  been  disqualified. 

After  reassessing  FDA’s  experience 
with  disqualification  and  the  available 
alternatives  for  enforcement  of  these 
regulations,  the  Commissioner  has  de¬ 
termined  that  FDA  should  continue  to 
use  this  mechanism  in  all  areas  of  clini¬ 
cal  investigations  and  for  all  regulated 
parties,  including  sponsors,  for  the  rea¬ 
sons  just  discussed.  In  addition,  many 
participants  in  the  development  and 
marketing  of  products  regulated  by  FDA, 
including  sponsors,  investigators,  and 
agency  officials,  are  familiar  with  it  be¬ 
cause  of  its  use  in  the  IND  process. 

The  regulations  governing  disqualifi¬ 
cation  of  a  sponsor  are  proposed  to  be 
set  forth  in  Subpart  K  of  Part  52.  Sec¬ 
tion  52.200  is  proposed  to  codify  the 
purposes  of  disqualification  to  state 
clearly  the  meaning  of  this  administra¬ 
tive  action. 

Comments  received  on  the  proposed 
disqualification  regulations  regarding 
clinical  investigators  of  investigational 
devices,  published  in  the  Federal  Regis¬ 
ter  of  August  20.  1976  (41  FR  35282) ,  and 
statements  made  at  a  hearing  before 
FDA  on  the  proposed  disqualification 
regulations  regarding  nonclinical  testing 
facilities  as  part  of  the  good  laboratory 
practice  rule  making,  published  in  the 
Federal  Register  of  November  19.  1976 
(41  FR  51206),  objected  to  the  way  in 
which  the  grounds  for  disqualification 
were  set  forth  in  those  documents.  Com¬ 
ments  and  statements  are  on  display  in 
the  office  of  the  Hearing  Clerk,  Food  and 
Drug  Administration,  as  part  of  the  rec¬ 
ords  of  those  proceedings.  The  Commis¬ 
sioner  concurs  that,  as  drafted,  those 
proposals  implied  that  disqualification 
could  t>ccur  as  the  result  of  insignificant 
deficiencies  in  investigator  conduct,  and 
suggested  that  FDA  might  in  the  future 
invoke  this  sanction  far  more  frequently 
than  indicated  in  the  preambles  to  those 
proposals. 

In  order  to  clarify  the  agency’s  intent 
in  proposing  the  disqualification  mech¬ 
anism,  and  to  minimize  the  possible 
abuse  of  this  sanction  in  the  future,  the 
Commissioner  proposes  in  §  52.202  to  set 
forth  the  grounds  upon  which  a  sponsor 
may  be  disqualified.  The  primary  func¬ 
tion  of  the  agency’s  regulation  of  clini¬ 
cal  investigations  is  to  assure  that  the 
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risks  posed  by  such  research  to  subjects 
are  both  minimized  and  Justifled  by  the 
benefits  sought  for  the  subjects  or  for 
scientific  knowledge,  or  both,  and  also  to 
increase  the  probability  that  the  results 
of  such  research  are  reliable  and  can 
be  used  in  making  Judgments  about  the 
safety,  effectiveness,  or  proper  labeling 
of  products  regulated  by  the  agency.  The 
grounds  for  disqualification  are  based 
upon  those  types  of  noncompliance  that 
significantly  impair  achievement  of  these 
objectives. 

A  sponsor  may  be  disqualified  only  if 
the  Conunissloner  finds  all  three  of  the 
following:  (1)  That  the  sponsor  (includ¬ 
ing  a  sponsor-investigator  or  a  contract 
research  organization  who  assumed  the 
obligations  of  a  sponsor  under  S  52.5) 
violated  one  or  more  of  the  obligations 
set  forth  in  Part  52  or  in  any  other  PDA 
regulations  governing  the  conduct  of 
persons  who  sponsor  and/or  monitor 
clinical  investigations  (e.g.,  the  IND, 
IN  AD,  or  IDE  regulations) ;  (2)  that  the 
violatiCHi  adversely  affected  the  validity 
of  the  data  produced  in  the  investiga¬ 
tion,  and/or  the  rights  of  human  sub¬ 
jects,  and/or  the  safety  of  human  or 
animal  subjects;  and  (3)  that  other  lesser 
regulatory  actions,  such  as  warnings  or 
rejection  of  individual  studies,  have  not 
been  or  probably  will  not  be  adequate 
to  achieve  compliance  by  the  sponsor. 
This  will  assure  that  the  sanction  will 
not  be  used  in  trivial  situations  but  only 
when  the  violation  compromised  the  in¬ 
tegrity  of  the  study  or  the  rights  or 
safety  of  the  subjects.  It  further  requires 
the  Cwnmissioner  to  consider  the  avail¬ 
ability  and  past  or  probable  effective¬ 
ness  of  lesser  sanctions  as  an  alterna¬ 
tive  to  disqualification. 

The  Commissioner  proposes,  in  |  52.- 
204,  to  establish  a  uniform  procedure  to 
be  followed  by  the  various  FDA  bureaus 
regulating  or  reviewing  clinical  investi¬ 
gations  on  articles  subject  to  PDA  Juris¬ 
diction.  Each  bureau  will  be  initially  re¬ 
sponsible  for  administering  the  regula¬ 
tions  regarding  sponsors  and  monitors 
of  clinical  investigations  involving  the 
products  and  substances  under  its  pur¬ 
view,  as  part  of  receiving  applications  for 
research  and  marketing  permits  sub¬ 
mitted  to  that  bureau.  In  those  cases 
where  the  bureau  believes  that  rejection 
of  specific  investigations  and  other  reme¬ 
dies  are  inadequate  to  achieve  compli¬ 
ance,  the  Commissioner  may  elect  to  be¬ 
gin  the  disqualification  proceeding  by 
providing  a  notice  of  the  proposed  action 
to  the  sponsor;  there  would  be  an  oppor¬ 
tunity  for  a  regulatory  hearing  before  the 
Commissioner  or  a  person  designated  by 
him;  and  final  action  on  the  proposed 
disqualification  would  be  taken  only  by 
the  Commissioner. 

The  written  notice  issued  to  the  spon¬ 
sor  upon  commencement  of  a  disqiialifl- 
cation  proceeding  shall  contain  the  fol¬ 
lowing  items  of  information,  in  accord¬ 
ance  with  21  CPR  16.22: 

1.  The  notice  shall  specify  the  facts 
that  are  believed  to  Justify  disqualifica¬ 
tion. 

2.  The  notice  shall  state  that  the  spon¬ 
sor  has  an  opportunity  for  a  regulatory 


hearing  on  the  proposed  disqualification 
before  the  Commissioner,  or  a  person 
designated  by  him,  and  that  such  hearing 
will  be  conducted  in  accordance  with  21 
CFTt  Part  16,  the  FDA  procedural  regu¬ 
lations. 

3.  The  notice  shall  state  the  time  with¬ 
in  which  a  hearing  may  be  requested, 
which  shall  be  not  less  than  3  working 
days  from  the  receipt  of  the  notice;  ex¬ 
cept  in  cases  where  safety  of  subjects  re¬ 
quires  immediate  action,  ample  time 
would  be  allowed  the  sponsor  to  prepare 
for  and  appear  at  the  hearing. 

4.  The  notice  shall  contain  the  name, 
address,  and  telephone  number  of  the 
FDA  official  who  has  been  designated  by 
the  Commissioner  as  presiding  officer  for 
the  regulatory  hearing  and  to  whom  any 
request  may  be  filed  by  registered  mail, 
telegram,  telex,  personal  delivery,  or  any 
other  mode  of  written  communication. 

Section  52.204(c)  proposes  that  the 
sponsor,  upon  receipt  of  a  notice  of  his 
proposed  disqualification,  must  notify 
the  investigator  of  each  ongoing  investi¬ 
gation  being  conducted  for  the  sponsor 
concerning  the  proposed  disqualification. 

In  the  past,  under  the  disqualification 
regulations  pertaining  to  clinical  investi¬ 
gators,  the  Bureau  of  Drugs  has  provided 
to  the  clinical  investigator  an  “informal” 
conference  with  the  officer  who  issued 
the  notice  before  beginning  the  “formal” 
disqualification  hearing  (see  21  CFR 
312.1(c)  (1)).  Tile  conference  frequently 
had  many  formal  trappings,  such  as 
stenographic  transcripts,  and  were  often 
followed  by  the  contemplated  hearing. 
This  process  doubled  the  time  and  ex¬ 
pense  of  all  the  parties  without  discerni¬ 
ble  benefit.  The  Commissioner  has  there¬ 
fore  decided  not  to  provide  for  such  an 
informal  conference  in  these  regulations. 
The  procedures  proposed  should  provide 
adequate  flexibility  and  fairness  to  all 
parties. 

Comments  on  the  disqualification  pro¬ 
cedures  regarding  clinical  investigators 
of  investigational  medical  devices,  con¬ 
tained  in  the  August  20.  1976,  proposal, 
objected  that  the  regulatory  hearing 
process  denied  an  adversary  hearing,  a 
right  to  counsel,  transcripts,  cross-ex¬ 
amination.  and  an  appeal  mechaijism. 
The  Commissioner  advises  that  regula¬ 
tory  hearings  under  21  CFR  Part  16  pro¬ 
vide  all  these  safeguards,  as  well  as  oth¬ 
ers  essential  to  due  process.  Interested 
persons  are  referred  to  those  regulations 
for  a  complete  description  of  the  proce¬ 
dures  proposed  to  be  applicable  to  dis¬ 
qualification  proceedings. 

Proposed  S  52.206  provides  that  if,  after 
the  regulatory  hearing  or  after  the  time 
for  requesting  a  hearing  expires  without 
a  request  being  made,  the  Commissioner 
upon  an  evaluation  of  the  administrative 
record  makes  the  findings  required  for 
disqualification,  he  shall  prepare  and  is¬ 
sue  a  final  order  disqualifying  the  spon¬ 
sor.  If,  on  the  other  hand,  the  Commis¬ 
sioner  does  not  make  these  findings,  he 
shall  issue  a  final  order  terminating  the 
disqualification  proceeding  and  shall  in¬ 
clude  a  statement  of  the  basis  for  his 
decision  to  terminate  the  proceeding. 


Once  a  final  order  has  been  issued,  the 
Commissioner  shall  so  notify  the  spon¬ 
sor. 

After  a  sponsor  has  been  disqualified, 
no  new  clinical  Investigation  requiring 
prior  review  by  PDA  will  be  authorized 
by  FDA  if  it  is  to  include  the  disquali¬ 
fied  sponsor.  This  rule  is  propos^  in 
$  52.210(a).  Since  the  agency  has  no 
statutory  authority  to  suspend  or  termi¬ 
nate  clinical  investigations  not  done  un¬ 
der  an  IND,  INAD,  or  IDE.  it  will  not  be 
possible  to  deny  permission  to  conduct 
these  investigations  when  they  involve 
the  di.squalified  sponsor. 

In  issuing  an  order  disqualifying  a 
sponsor,  the  Commissioner  must  con¬ 
sider  what,  if  anything,  should  be  done 
regarding  ongoing  investigations  initi¬ 
ated  by  the  sponsor.  Several  options  are 
available;  Allowing  the  Investigations  to 
proceed  for  a  period  of  time  to  permit 
completion  or  to  permit  corrective  ac¬ 
tions;  limiting  the  continuation  of  the 
investigations  to  subjects  who  are  al¬ 
ready  participating;  requiring  transfer 
of  responsibility  for  the  study  to  a  spon¬ 
sor  who  is  in  compliance  with  FDA  re¬ 
quirements;  or  terminating  the  investi¬ 
gation  completely.  A  special  concern  is 
the  subject  who  cannot  be  safely  with¬ 
drawn  from  the  investigation  Jaecause, 
for  example,  he  has  an  implant^  inves¬ 
tigational  device  that  must  be  surgically 
removed,  or  because  abrupt  withdrawal 
of  the  investigational  drug  may  create 
a  life-tlireatening  problem.  Clearly,  some 
provision  must  be  made  for  such  cases  if 
ongoing  investigations  are  to  be  sus¬ 
pended  upon  disqualification  of  a  spon¬ 
sor.  The  Commissioner  does  not  believe  it 
possible,  much  less  advisable,  to  require 
any  particular  option  be  used  for  ongoing 
clinical  investigafions.  This  choice  must 
be  made,  on  a  study-by-study  basis,  con¬ 
sidering  the  nature  of  the  investigation, 
the  number  of  subjects  involved,  the 
risks  to  them  from  suspension  of  the 
investigation,  and  the  need  for  involve¬ 
ment  of  an  acceptable  sponsor.  Section 
52.210(b)  of  the  proposed  regulations 
authorize,  but  do  not  require,  the  actions 
that  might  be  taken. 

Once  a  sponsor  has  been  disqualified, 
proposed  i  52.210(c)  provides  that  each 
application  for  a  research  or  marketing 
permit,  whether  approved  or  not,  that 
contains  or  relies  on  data  from  a  clinical 
investigation  Initiated  by  a  disqualified 
sponsor  may  be  examined  to  determine 
whether  the  investigation  was,  or  would 
be.  essential  to  the  agency’s  decision. 
This  authority  is  also  discretionary  and 
would  depend  on  the  types  of  problems 
that  led  to  disqualification  and  the  na¬ 
ture  of  the  investigations  involved.  If  it 
is  determined  that,  without  the  results 
of  the  investigation,  a  clinical  investiga¬ 
tion  would  not  have  been  allowed  to  pro¬ 
ceed  or  that  a  product  application  ot 
monograph  would  not  have  been  ap¬ 
proved,  FDA  will  then  determine  wheth¬ 
er  the  investigation  is  acceptable,  not¬ 
withstanding  disqualification.  In  order  to 
avoid  the  agency’s  having  to  audit  every 
such  investigation,  any  investigation 
conducted  before  or  after  disqualifica¬ 
tion.  but  before  reinstatement,  may  be 
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presumed  to  be  unacceptable,  and  the 
person  relying  on  the  investigation  may 
be  required  to  establish  that  the  investi¬ 
gation  was  not  affected  by  the  circum¬ 
stances  that  led  to  disquallflcation.  This 
may  include  requiring  the  sponsor  or 
applicant  to  submit  validating  informa¬ 
tion.  If  FDA  determines  that  the  in¬ 
vestigation  was  or  would  be  essentisd, 
and  is  not  acceptable,  it  will  be 
eliminated  from  consideration  of  the  ap¬ 
plication  for  a  research  or  marketing 
permit.  Elimination  of  such  data  may 
serve  as  "new  information”  Justifying 
termination  of  a  clinical  investigation 
(eg..  IND,  INAD,  or  IDE),  initiation  of 
the  withdrawal  of  at^roval  of  a  product 
or  product  license,  or  the  revocation  of  a 
product  monograph  or  standard  (e.g., 
antibiotic  monograph,  in  vitro  diagnostic 
product  standard  or  an  electronic  prod¬ 
uct  standard) . 

Proposed  §  52.210<d)  provides  that 
after  the  sponsor  has  been  disqualified. 
FDA  will  not  consider  any  clinical  invest- 
Igaticm  initiated  by  a  sponsor  in  support 
of  any  application  for  a  research  or  mar¬ 
keting  permit.  This  does  not.  however, 
relieve  the  applicant  from  any  other  re¬ 
quirement  under  FDA  regulations  that 
all  data  and  information  regarding  clini¬ 
cal  experience  with  the  article  in  ques¬ 
tion  be  submitted  to  the  agency. 

The  Commissioner  advises  that  it  is 
not  necessary  that  a  sponsor  be  disquali¬ 
fied  in  order  for  the  agency  to  reject  con¬ 
sideration  of  a  pcu-ticuleu*  clinical  investi¬ 
gation  in  support  of  an  anfiication  for 
a  research  or  marketing  permit.  The  cri¬ 
teria  set  forth  in  the  statute  and  regula¬ 
tions  applicable  to  each  type  of  appli¬ 
cation,  together  with  the  relations  re¬ 
garding  conduct  of  clinical  investiga- 
ticms,  will  still  be  used  to  Judge  the  sci¬ 
entific  validity  and  meaning  of  a  clinical 
investigation.  The  agency  may  apply 
these  regulations  to  a  particular  investi¬ 
gation  and  determine  that  the  investi¬ 
gation  is  so  inadequate  that  it  will  not 
support  a  claim  of  safety  or  effectiveness 
for  a  product.  If  the  sponsor  of  a  product 
OF  an  investigator  or  institution  that  con¬ 
ducted  the  investigation  wishes  to  con¬ 
test  his  finding,  the  importunity  to  do  so 
will  be  provided  in  the  procedures  for 
denying  or  withdrawing  the  approval  of 
the  application. 

The  Commissioner  believes  that  it  is 
not  in  the  public  interest  to  provide  a 
two-step  process  whereby  a  particular  in¬ 
vestigation  would  be  disqualified  under 
procedures  similar  to  those  proposed  in 
Subpart  K,  and  then  the  application  it¬ 
self  would  be  denied  imder  procedures  set 
forth  in  other  regulations.  Efflcioicy  and 
fairness  suggest  that  these  issues  be 
resolved  at  the  same  time  in  one  pro¬ 
ceeding,  if  that  is  required;  it  may  be 
that,  although  a  particular  investigation 
is  not  acceptable,  other  data  and  infor¬ 
mation  in  the  apidication  will  support  a 
product’s  safety  and  effectiveness,  and 
therefore  no  proceeding  is  necessary  to 
rule  (m  the  acceptability  of  the  particu¬ 
lar  investigation.  Likewise,  the  agency 
may  choose  to  reject  individual  investi¬ 
gations  without  disqualifying  the  spon¬ 
sor,  when,  fern  example,  the  investiga- 
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tions  were  performed  at  a  period  when 
the  sponsor  was  not  in  compliance  with 
these  regulations  but  has  since  come  into 
compliance.  The  Commissioner  further 
advises  that  it  is  likely  that  the  usual 
formal  regulatory  action  taken  for  non- 
compliance  will  be  rejection  of  individ¬ 
ual  investigations  and  that  disqualifi¬ 
cation  of  the  sponsor  will  be  reserved 
for  those  cases  where  the  rejection  of  a 
particular  investigation  is  an  Inadequate 
regulatory  response. 

The  Food  and  Drug  Administration 
believes  that  it  should  affirmatively  pro¬ 
vide  information  regarding  the  di^uali- 
fication  of  a  sponsor  to  entities  having 
professional  dealings  with  that  sponsor, 
such  as  other  Federal  agencies  support¬ 
ing  clinical  investigations  or  reviewing 
such  investigations  for  regulatory  pur¬ 
poses,  universities,  hospitals,  and  other 
institutions  in  which  the  sponsor  con¬ 
ducts  research.  Because  he  recognizes 
that  the  consequences  of  such  notice 
could  include  termination  of  a  grant  or 
contract  and  other  damage  to  the  repu¬ 
tation  and  business  of  the  sponsor,  the 
Commissioner  believes  that  the  sponsor 
must  be  aware  that  such  notice  is  one  of 
the  results  of  disqualification.  See  Wis¬ 
consin  V.  Constantineau,  400  UJ3.  433 
(1971), 

Proposed  S  52.213(a)  would  expressly 
authorize  FDA  to  notify  such  entities 
when  the  C(xnmissioner  believes  that 
such  disclosure  would  further  the  public 
interest  or  would  promote  compliance 
with  the  applicable  FDA  regulations. 
Ihis  determiiiation  is  within  the  discre- 
tlcm  of  the  Conunissioner  upon  consider¬ 
ation  of  the  circumstances  Justifying  the 
disqualification,  the  mitigating  condi¬ 
tions,  and  the  degree  to  which  other  in¬ 
stitutions  or  persons  have  an  involve¬ 
ment  in  the  ongoing  activities  of  the 
sponsor.  The  Commissioner  shall  pro¬ 
vide  a  copy  of  the  final  disqualification 
order  and  indicate  its  legal  meaning.  If 
the  notice  is  sent  to  another  Federal  gov¬ 
ernment  agency,  FDA  will  recewnmend 
that  that  agency  also  consider  whether 
it  should  accept  data  from  clinical  in¬ 
vestigations  Initiated  by  that  sponsor. 
If  notice  is  sent  to  anyone  else.  FDA  will 
not  advise  or  recommend  that  any  action 
be  taken  upon  the  matter.  A  copy  of  each 
notification  shall  be  given  to  the  sponsor. 

A  determination  that  a  sponsor  has 
been  disqualified  and  the  administrative 
record  regarding  such  determination  are 
disclosable  to  the  public  under  the  Free¬ 
dom  of  Information  Act  (5  U.S.C.  652) 
and  under  PDA  public  information  regu¬ 
lations  (21  CPR  Part  20)  as  records  re¬ 
lating  to  the  administrative  enforcement 
acticMi  that  has  been  completed.  This  is 
stated  in  ptxHiosed  S  52.213(b) . 

Since  disqualification  of  a  sponsor  may 
be  neither  a  sufficient  nor  appropriate 
sanction  in  every  case,  the  Commissioner 
believes  that  disqualification  must  be  in¬ 
dependent  of.  and  neither  in  lieu  of  nor 
a  precondition  to,  other  proceedings  or 
actlcms  authm'ized  by  the  law.  Proposed 
§  52.215  makes  clear,  therefore,  that  FDA 
may  at  any  time  recommend  institution 
of  any  ain>r(vriate  Judicial  proceedings 
(civil  or  criminal)  and  any  other  appro- 


j 

prlate  regulatcHry  actiem  In  addition  to  or 
in  ^eu  of,  and  prior  to,  simultaneously  ^ 
with,  or  subsequent  to,  disqualificatiem. 

This  would,  of  course,  include  refusal  to 
consider  a  particular  investigation  in 
support  ot  a  pcuticular  iq7pllcati(Hi,  the 
regulatory  action  which  probably  will 
be  most  ccmimonly  used  in  cases  of  non- 
compliance  with  these  regulations. 

The  agency  may  also  refer  the  matter 
to  another  FMeral,  State,  or  local  law 
enforcement  or  re^atory  agency  for 
such  action  as  that  agency  deems  ap¬ 
propriate. 

Disqualification  is  principally  a  re¬ 
medial  action  to  prevent  further  viola¬ 
tions  and  to  assure  that  the  rights  and 
safety  of  subjects  are  appropriately  pro¬ 
tected  and  that  data  in  support  of  appli¬ 
cations  are  prcxiuced  xmder  circum¬ 
stances  that  increase  the  likelihood  of 
their  scientific  validity.  Thus  the  Com¬ 
missioner  concludes  that  disqualification 
should  continue  indefinitely  until  the 
Eigency  finds  that  the  sponsor  can  and 
will  fulfill  the  requirements  imposed  un¬ 
der  these  proposed  regulations. 

Proposed  S  52.219  authorizes  the  (Tom- 
missi<mer  to  reinstate  a  sponsor  (l.e.,  de¬ 
termine  that  it  may  conduct  investiga¬ 
tions  imder  an  IND,  INAD,  or  IDE  and 
that  its  studies  may  once  again  be  con¬ 
sidered  in  su[4)ort  o(  applications  fix'  re¬ 
search  or  marketing  permits)  if  he  finds 
that  the  sponsix-  can  provide  adequate 
assurances  Uiat  it  will  conduct  future 
clinical  investigations  in  compliance 
with  the  requirements  of  FDA  regula¬ 
tions.  A  sponsor  that  wishes  to  be  rein¬ 
stated  shall  explain  to  the  Commissiemer 
why  it  believes  it  should  be  reinstated. 
Including  a  detailed  description  of  the 
corrective  actiims  it  has  taken  or  intends 
to  take  to  assure  that  the  acts  or  omis¬ 
sions  which  led  to  his  disqualification 
will  not  recur.  The  Cwnmlssloner  may 
condition  reinstatement  upon  the  spon¬ 
sor’s  passing  an  FDA  Inspection  during 
the  investigatiem.  In  fairness  to  the  spon¬ 
sor,  all  persons  or  organizations  notified 
under  proposed  9  52.213(a)  of  the  spon¬ 
sor’s  previous  disqualification  must  be 
notified  when  that  sponsor  is  later  rein¬ 
stated;  the  proposed  9  52.219  so  provides. 

A  determination  that  a  sponsor  has 
been  reinstated  is  disclosable  to  the  pub¬ 
lic  under  the  Freedom  of  Information 
Act  and  under  Part  20  as  records  relat¬ 
ing  to  completed  administrative  enforce¬ 
ment  actions. 

Legal  Authoeitt 

The  results  of  literally  hundreds  of 
clinical  investigations  are  submitted  to 
FDA  each  year  by  persons  seeking  regu¬ 
latory  action  by  the  agency.  To  obtain 
a  marketing  license,  clinical  research 
data  are  offered  to  support  the  safety  and 
effectiveness  of  a  product,  e.g.,  a  food  or 
color  additive,  a  drug  or  biological  prod¬ 
uct  for  human  use,  a  drug  for  animal 
use,  or  a  medical  devise,  ^en  where  a 
license  is  not  required  or  already  has  is¬ 
sued,  such  data  may  be  relied  upon  to 
demonstrate  the  bioavailability  of  a  mar¬ 
keted  drug,  the  general  recognition  of 
safety  of  a  product,  or  the  absence  of  any 
need  for  premarket  approval  or  a  prod- 


FfDiRAL  RIGISTER,  VOL  42,  NO.  1R7— TUESDAY,  SEPTEMBER  27,  1977 


PROPOSED  RULES 


49621 


uct  standard  for  a  device.  In  evaluat¬ 
ing  the  enormous  volume  of  clinical  in¬ 
vestigations  filed  with  FDA,  many  types 
of  scientific  and  regulatory  review  must 
be  devoted  to  these  studies  apart  from 
determining  their  ethical  and  scientific 
acceptability  and  their  basic  validity. 
e.g.,  to  interpret  the  results  and  to  eval¬ 
uate  the  status  of  the  affected  products 
in  light  of  the  results.  Given  the  limited 
resoiures  within  the  agency,  the  Com¬ 
missioner  believes  that  FDA  must  have 
,  standards  to  screen  out  those  clinical  in¬ 
vestigations  that  are  likely  to  be  unac¬ 
ceptable  and  thus  should  not  be  author¬ 
ized  by  FDA  or  warrant  little  further 
evaluation  in  support  of  a  product  appli¬ 
cation.  The  promulgation  of  these  regu¬ 
lations  provides  one  process  for  making 
this  Judgment.  Although  compliance 
with  the  regulations  does  not  guarantee 
the  ethical  or  scientific  acceptability  or 
the  validity  of  data  from  a  clinical  inves¬ 
tigation.  failure  to  comply  increases  sub¬ 
stantially  the  possibility  that  the  results 
will  not  be  useful  to  FDA.  Moreover,  as 
noted  elsewhere  in  this  preamble,  the 
regulations  reflect  principles  recognized 
by  the  scientific  community  as  essential 
to  sound  research  involving  human  and 
animal  subjects.  Thus,  these  regulations 
will  assist  FDA  in  identifying  those  in¬ 
vestigations  that  cannot  be  permitted  to 
be  carried  out  or  considered  in  support  of 
an  application  for  a  research  or  market¬ 
ing  permit. 

Under  section  701(a)  of  the  act  (21 
U.S.C.  371(a) ) .  the  Commissioner  is  em¬ 
powered  to  promulgate  regulations  for 
the  efficient  enforcement  of  the  act.  Pre- 
vioiisly,  the  Commissioner  has  issued 
regulations  (21  CFR  314.111(a)(5))  for 
determining  whether  a  clinical  investiga¬ 
tion  of  a  drug  intended  for  human  use, 
among  other  things,  was  scientifically 
reliable  and  valid  (in  the  words  of  the 
statute:  “adequate  and  well-controlled”) 
to  support  approval  of  the  drug.  These 
regulations  were  issued  under  section 
701(a)  of  the  act  and  have  been  upheld 
by  the  Supreme  Court  (see  Weinberger  v. 
Hvnson.  Westcott  dr  Dunning,  Inc..  412 
U.S.  609  (1973);  see  also  Upjohn  Co.  v. 
FiTtch,  422  F.2d  944  (6th  Cir.  1970)  and 
Pharmaceutical  Manufacturers  Associa¬ 
tion  V.  Richardson.  318  F.  Supp.  301  (D. 
Del.  1970) ) . 

Furthermore,  sections  505(1),  507(d), 
512(j)  and  520  (g)  of  the  act  (21  U.S.C. 

.  355,  357,  360b(J)  and  360j(g))  regarding 
clinical  investigations  that  require  prior 
FDA  authorization  direct  the  Commis¬ 
sioner  to  promulgate  regulations  to  pro¬ 
tect  the  public  health  in  the  course  of 
thdse  investigations.  The  proposed  regu¬ 
lations  are  intended  to  fulfill  this  man¬ 
date. 

The  Commissioner  has  therefore  con¬ 
cluded  that  legal  authority  to  promul¬ 
gate  these  regulations  regarding  clinical 
investigations  exists  imder  sections  505 
(i),  507(d),  512(j).  520(g)  and  701(a) 
of  the  act,  as  essential  to  protection  of 
the  public  health  and  safety  and  to  en¬ 
forcement  of  the  agency’s  responsibili¬ 
ties  under  sections  406,  409,  502,  503,  505, 
506,  507,  510,  512,  513,  514,  515,  516,  518, 


519,  520,  601.  706.  and  801  of  the  act  (21 
U.S.C.  346,  348,  352,  353,  355,  356,  357, 
360,  360b,  360c,  360d,  360e,  360f,  360h, 
3601,  360j,  361,  376,  and  381),  as  well  as 
the  responsibilities  of  FDA  undet-  sec¬ 
tions  351  and  354-360F  of  the  Public 
Health  Service  Act  (42  U.S.C.  262  and 
263b-263n). 

Conforming  Amendments 

The  Commissioner  proposes  to  amend 
the  IND  notice  in  S  312.1(a)  (2)  and  the 
INAD  notice  in  S  511.1(b)  to  include  a 
statement  that  the  sponsor  shall  pro¬ 
pose  and  submit  to  PDA  written  proce¬ 
dures  for  monitoring  clinical  investiga¬ 
tions  involving  new  drugs  and  new  ani¬ 
mal  drugs.  ’The  sponsor’s  plan  for  moni¬ 
toring  an  investigational  device  study  is 
required  to  be  included  in  the  investiga¬ 
tional  plan  pursuant  to  proposed  S  812.- 
25.  Where  such  procedures  are  common 
to  a  number  of  separate  studies,  the 
sponsor  may  include  such  procedures  in 
a  master  file  sutoiitted  to  F7>A  and  in¬ 
corporate  these  procedures  in  individual 
IND  or  INAD  notices  or  IDE  applications 
by  reference  to  the  master  file. 

The  Commissioner  believes  that  it  may 
be  feasible  for  FDA  or  persons  engaged  in 
research,  e.g.,  a  group  of  manufacturers 
or  clinical  investigators,  to  develop  spe¬ 
cific  procedures  that  would  be  applicable 
to  the  monitoring  of  a  majority  of  clini¬ 
cal  investigations.  These  procedures 
could  be  set  forth  in  FDA  regulations  or 
guidelines,  and  thereafter  incorporated 
by  reference  in  every  exemption  notice  or 
application  except  where  the  sponsor 
proposed  specific  deviations  as  part  of 
an  individual  notice  or  application.  Such 
requests  for  deviations  would  be  reviewed 
by  FDA  during  the  review  of  the  entire 
exemption  notice  or  application.  Al¬ 
though  the  Commissioner  believes  this 
scheme  would  ease  the  burden  on  spon¬ 
sors  to  develop  monitoring  procedures  for 
each  clinical  investigation,  he  Is  con¬ 
cerned  that  it  might  prevent  innovation 
and  flexibility  in  monitoring  activities. 
’Therefore,  the  Commissioner  specifically 
invites  comments  on  the  feasibility  of  a 
model  procedure  for  monitoring  studies 
and  welcomes  suggestions  regarding  the 
development  of  these  procedures. 

’The  Commissioner  further  proposes  to 
amend  §§  312.1  and  511.1  to  state  that 
failure  of  a  sponsor  to  comply  with  the 
requirements  set  forth  in  Part  52  would 
be  grounds  for  termination  of  an  IND 
or  INAD.  Other  administrative  actions 
against  a  sponsor  for  failure  to  comply 
with  these  regulations  are  discussed  im- 
der  the  "Compliance  and  Enforcement” 
section  of  this  preamble. 

The  Ccwnmissioner  also  proposes  to  add 
or  revise  provisions  in  regulations  re¬ 
garding  color  additives,  food  additives, 
cosmetics,  new  drug  applications,  bio¬ 
availability  and  bioequivalence  testing 
requirements,  OTC  drug  products,  anti¬ 
biotic  drugs,  new  animal  drug  applica¬ 
tions,  biological  product  licenses,  and 
electronic  products  to  incorporate  appro¬ 
priate  implementing  provisions  for  com¬ 
pliance  with  the  requirements  of  Part  52. 

In  accordance  with  21  CFR  25.1,  the 
Commissioner  has  reviewed  the  potential 


environmental  impact  of  the  pr(H>o6ed 
regulation,  and  because  the  pr(H>oeed  ac¬ 
tion  will  not  significantly  affect  the  qual¬ 
ity  of  the  human  environment,  and 
environmental  impact  statement  is  not 
required. 

’Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  406,  409, 
502,  503,  505,  506,  507,  510,  512-516,  518- 
520,  601,  701(a),  706,  and  801,  52  Stat. 
1049-1054  as  amended,  1055,  1058  as 
amended,  55  Stat.  851  as  amended,  59 
Stat.  463  as  amended.  72  Stat.  1785-1788 
as  amended,  76  Stat.  794  as  amended, 
82  Stat.  343-351,  90  Stat.  562-574  (21 
u  s  e.  346,  348,  352,  353,  355,  356,  357, 
360.  360b-360f.  360h-360J.  361,  371(a). 
376,  and  381))  and  the  Public  Health 
Service  Act  (secs.  215,  351,  354-360F.  58 
Stat.  690,  702  as  amended,  82  Stat.  1173- 
1186  as  amended  (42  U.S.C.  216,  262, 
263b-263n) )  and  under  authority  dele¬ 
gated  to  him  (21  CFR  5.1),  the  Conunls- 
sloner  proposes  that  Part  16  be  amend- 
ed,.Part  52  be  added,  and  Parts  71,  170, 
171,  310,  312,  314,  320,  330,  430,  431,  510, 
511,  514,  570,  571,  601,  630,  701,  and  1010 
be  amended,  as  follows: 

SUBCHAPTER  A— GENERAL 

PART  16— REGULATORY  HEARING  BE¬ 
FORE  THE  FOOD  AND  DRUG  ADMINIS¬ 
TRATION 

1.  In  !  16.1  by  adding  new  paragraph 
(b)  (27)  to  read  as  follows: 

§  16.1  Scope. 

•  •  •  •  • 

(b)  *  *  • 

(27)  Section  52.204(b),  relating  to 
disqualifying  a  sponsor. 


PART  52— OBLIGATIONS  OF  SPONSORS 
AND  MONITORS  OF  CLINICAL  INVESTI¬ 
GATIONS 

2.  By  adding  new  Part  52  to  read  as 
follows: 

Subpart  A— Genaral  Provisions 

Sec. 

52.1  Scope. 

52.3  Definitions. 

52.5  Contract  research  organizations. 

52.15  Exemptions. 

Subpart  B — Organization  and  Parsonnel 

52.25  Assurance  of  Institutional  review 
committee  approval. 

52.28  Selection  of  and  directions  to  a  mon¬ 

itor. 

52.29  Obligations  of  a  monitor. 

Subpart  C — Facilities 

52.47  Ascertaining  the  adequacy  of  facili¬ 
ties. 

Subparts  IV-E — (Reserved] 

Subpart  F — ^Tast  Articles 

52.108  Records  of  receipt  and  disposition  of 
test  articles. 

52.114  Disposition  of  unused  test  articles. 
52.118  Promotion  and  sale  of  test  articles. 

Subpart  G — Protocol  for  and  Conduct  of  a  Clini¬ 
cal  Investigation 

52.126  Continuing  evaluation  of  safety  and 
effectiveness  data. 

Subparts  H-l — [Reserved] 

Subpart  J — Records  and  Reports 

52.195  Records  retention. 
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Sukpsft  K — Ols^iMltficatloM  af  a  fpaniar.  Span- 
•or-lnvaattgator,  ar  Caniract  Raaaardi  OfSairt- 
lattan 

Sec. 

53.300  Purpose. 

53.303  Orounda  for  disqualification. 

52.304  Notice  of  and  opportunity  for  a  bear¬ 

ing  on  proposed  disqualifications. 
53.306  Pinal  order  on  disqualification. 

53.310  Actions  upon  disqualification. 

53.313  Public  disclosure  of  Information  re¬ 
garding  disqualification. 

53.215  Alternative  or  additional  actions  to 
disqualification. 

52  219  Reinstatement  of  a  disqualified 
sponsor. 

AuTHoaiTT:  Secs.  406,  409,  502,  603,  505. 
506,  507,  510,  513-516,  518-530,  601,  701(a), 
706,  and  801,  Pub.  L.  717,  53  SUt.  1049-1064 
as  amended,  1055,  1058  as  amended,  55  Stat. 
851  as  amended,  59  Stat.  463  as  amended,  73 
Stat.  1785-1788  as  amended,  76  Stat.  794  as 
amended.  82  Stat.  343-351,  90  Stat.  562-574 
(21  U.S.C.  346,  348.  352,  353,  365,  356,  357, 
360,  360b-360f,  360h-360J,  361,  371(a),  376, 
and  381):  secs.  215,  351,  354-360P.  Pub.  L. 
410,  58  Stat.  690,  702  as  amended.  82  Stat. 
1173-1186  as  amended  (42  UR.C.  316.  263. 
263b-263n). 

Subpart  A — Ganaral  Provisions 
§  52.1  Scope. 

Ill  is  part  contains  the  general  obliga¬ 
tions  and  commitments  of.  and  stand¬ 
ards  of  conduct  for,  persons  who  sponsor 
and/or  monitor  clinical  Investigations 
regulated  by  the  Pood  and  Drug  Admin¬ 
istration  under  sections  505(1),  507(d). 
512(j),  and  520(g)  of  the  act,  as  well  as 
clinical  Investigations  that  sui^rt  ap¬ 
plications  for  research  or  marketing  per¬ 
mits  for  products  regulated  by  the  Food 
and  Drug  Administration,  including  food 
and  color  additives,  cosmetics,  human 
and  animal  drugs,  animsd  food  additives, 
medical  devices,  biological  products  for 
human  use.  and  electronic  products.  Ad¬ 
ditional  specific  obligations  and  commit¬ 
ments  of,  and  standards  of  conduct  for, 
persons  who  sponsor  and/or  monitor 
clinical  investigations  involving  par¬ 
ticular  test  articles  may  also  be  found  in 
other  parts  (e.g..  Parts  312,  511,  and  812) 
of  this  chapter.  Compliance  with  these 
parts  is  intended  to  protect  the  rights 
and  safety  of  subjects  involved  in  such 
investigations  and  to  help  assure  the 
quality  and  integrity  of  the  data  filed 
pursiumt  to  sections  406,  409,  502,  503, 
505.  506,  507,  510,  512,  513-516,  518-520, 
601,  706,  and  801  of  the  act  and  sections 
351  and  354-360P  of  the  PubUc  Health 
Service  Act. 

§  52,3  Definitions. 

As  used  in  this  part: 

(a)  “Act”  means  the  Federal  Food, 
I>rug.  and  Cosmetic  Act,  as  amended 
(secs.  201-902,  52  Stat.  1040-1059,  as 
amended  (21  U.S.C.  321-392)). 

(b)  “Api^ication  for  research  or  mar¬ 
keting  permit”  includes : 

(DA  color  additive  petition,  described 
in  Part  71  of  this  chapter. 

(2)  A  food  additive  petition,  described 
in  Parts  171  and  571  of  this  chapter. 

(3)  Data  and  information  regarding  a 
substance  submitted  as  part  of  the  pro¬ 
cedures  for  establishing  that  a  substance 
is  generally  recognized  as  safe  for  use 
that  results  or  may  reasonably  be  ex¬ 


pected  to  result,  directly  or  indirectly,  in 
its  becoming  a  c(»nponent  or  otherwise 
affecting  the  characteristics  of  any  food, 
described  in  S9  170.30  and  570.30  of  this 
chapter. 

(4)  Data  and  information  regarding  a 
food  additive  submitted  as  part  of  the 
procedures  regarding  food  additives  per¬ 
mitted  to  be  used  on  an  interim  basis 
pending  additional  study,  described  in 
S  180.1  of  this  chapter. 

(5)  Data  and  information  regarding  a 
substance  submitted  as  part  of  the  pro¬ 
cedures  for  establishing  a  tolerance  for 
unavoidable  contaminants  in  food  and 
food-packaging  materials,  described  in 
section  406  of  the  act. 

(6)  A  “Notice  of  Claimed  Investiga¬ 
tional  Elxemption  for  a  New  Drug,”  de¬ 
scribed  in  Part  312  of  this  chapter. 

(7)  A  new  drug  application,  described 
in  Part  314  of  this  chapter. 

(8)  Data  and  informaticm  regarding 
the  bioavailability  or  bioequivalence  of 
drugs  for  human  use  submitted  as  part 
of  the  prcx:edures  for  issuing,  amending, 
or  repealing  a  bioequivalence  require¬ 
ment,  described  in  Part  320  of  this  chap¬ 
ter. 

(9)  Data  and  information  regarding 
an  over-the-counter  drug  for  human  use 
sutmiitted  as  part  of  the  procedures  for 
classifying  such  drugs  as  generally  recog¬ 
nized  as  safe  and  effective  and  not  mis¬ 
branded,  described  in  Part  330  of  this 
chapter. 

(10)  Data  and  information  regarding 
a  prescription  drug  for  human  use  sub¬ 
mitted  as  part  of  the  procedures  for 
classifying  such  dmgs  as  generally  recog¬ 
nized  as  safe  and  effective  and  not  mis¬ 
branded,  described  in  this  chapter. 

(11)  Data  and  information  regarding 
an  antibiotic  drug  submitted  as  t>art  of 
the  procedures  for  issuing,  amending,  or 
repealing  regulations  for  such  drugs,  de¬ 
scribed  in  Part  430  of  this  chapter. 

(12)  A  “Notice  of  Claimed  Investiga- 
ticmal  Exemption  for  a  New  Animal 
Drug.”  described  in  Part  511  of  this 
chapter. 

(13)  A  new  animal  drug  application, 
described  in  Part  514  of  this  chapter. 

(14)  Dat^  and  information  regarding 
a  drug  for  animal  use  sulmiltted  as  part 
of  the  procedures  for  classifying  such 
drugs  as  generally  recognized  as  safe  and 
effective  and  not  misbranded,  described 
in  this  chapter. 

(15)  An  ai>plicatlon  for  a  biological 
product  license,  described  in  Part  601  of 
this  chapter. 

(16)  Data  and  information  regarding 
a  biological  product  sulxnitted  as  part 
of  the  procedmes  for  determining  that 
licensed  biological  products  are  safe  and 
effective  and  not  misbranded,  described 
in  Part  601  of  this  chapter. 

(17)  Data  and  information  regarding 
a  cosmetic  submitted  as  part  of  the  pro¬ 
cedures  for  demonstrating  that  the  prod¬ 
uct  or  any  ingredient  is  “hypoallergenic.” 
described  in  §  701.100  of  this  cha4}ter. 

(18)  Data  and  Information  regarding 
an  in  vitro  diagnostic  product  sutxnitted 
as  part  of  the  procedures  for  establish¬ 
ing.  amending,  or  repealing  a  standard 
for  such  products,  described  in  Part  809 
of  this  chapter. 


(19)  An  “Application  for  an  Investiga¬ 
tional  Device  Exemption,”  described  in 
Part  812  of  this  chapter. 

(20)  Data  and  Information  regarding 
a  medical  device  submitted  as  part  of  the 
procedures  classifying  such  devices, 
described  in  section  513  of  the  act. 

(21)  Data  and  information  regarding 
a  medical  device  submitted  as  part  of 
the  procedures  fw  establishing,  amend¬ 
ing,  or  repealing  a  standard  for  such  de¬ 
vices,  described  in  section  514  of  the  act. 

(22)  An  application  for  iR-emarket  ap¬ 
proval  of  a  medical  device,  described  in 
section  515  of  the  act. 

(23)  A  product  development  protoc<rf 
for  a  medical  device,  described  in  sec¬ 
tion  515  of  the  act. 

(24)  Data  and  information  regarding 
an  electrcmic  product  submitted  as  part 
of  the  procedures  for  establishing, 
amending,  or  repealing  a  standard  for 
such  products,  described  in  section  358 
of  the  Public  Health  Service  Act. 

(25)  Data  and  information  regarding 
an  electronic  product  submitted  as  part 
of  the  procedures  for  obtaining  a  vari¬ 
ance  from  any  electronic  product  per¬ 
formance  standard,  as  described  in 
9  1010.4  of  this  chapter. 

(26)  Data  and  infm-matlcm  regarding 
an  electronic  product  submitted  as  part 
of  the  procedures  for  granting,  amend¬ 
ing,  or  extending  an  ex«nption  from  a 
radiation  safety  performance  standard, 
as  described  in  9 1010.5  of  this  chapter. 

(c)  “Clinical  investigation”  means  any 
experiment  involving  a  test  article,  which 
experiment  is  either  subject  to  require¬ 
ments  for  prior  submission  to  the  Food 
Euid  Drug  Administration  under  secticm 
505(1),  section  507(d).  section  512(J),  or 
section  520(g)  of  the  act.  or  which  ex¬ 
periment  is  not  subject  to  requirements 
for  prior  submission  to  the  Pood  and 
Drug  Administration  under  these  sec¬ 
tions  of  the  act.  but  the  results  of  which 
are  intended  to  be  later  submitted  to, 
or  held  toe  inspection  by.  the  Food  and 
Drug  Administration  as  pcurt  of  an  ap- 
plicati(m  for  a  research  or  marketing 
permit.  The  term  does  not  include  ex¬ 
periments  that  are  subject  to  the  provi¬ 
sions  of  Part  58  of  this  chapter. 

(d)  "Contract  research  organization" 
means  a  person  who  assumes  one  or  more 
of  the  obligations  of  a  sponsor  as  an 
independent  contractor  with  the  sponsor. 
e.g.,  design  of  protocol,  selection  and/or 
monitoring  of  investigators,  evaluation 
of  reiKNrts,  and  preparation  of  materials 
to  be  submitted  to  the  Food  and  Drug 
Administration. 

(e)  “Investigator”  means  an  individ¬ 
ual  who  actually  conducts  a  clinical 
investigation  (i.e.,  under  whose  imme¬ 
diate  direction  the  test  article  is  admin¬ 
istered  or  dispensed  to,  or  used  involv¬ 
ing.  a  subject) . 

(f)  "Monitor,”  when  used  as  a  noun, 
means  a  designated  individual  selected 
by  a  sponsor  or  contract  research  orga¬ 
nization  to  oversee  the  progress  of  a 
clinical  investigation.  The  monitor  may 
be  a  full-time  employee  of  a  spixisor  or 
contract  research  organization  or  a  con¬ 
sultant  to  the  sponsor  or  contract  re¬ 
search  organization.  “Monitor,”  when 
used  as  a  verb,  means  the  act  of  over- 
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seeing  the  progress  of  a  clinical  invest!* 
gati(«  in  accordance  with  §  52.29. 

(g)  “Person”  includes  an  individual, 
partnership,  corporation,  association, 
scientific  or  academic  establishment, 
government  agency  or  organizational 
unit  thereof,  and  any  other  legal  entity. 

(h)  “Sponsor”  means  a  person  who 
initiates  a  clinical  investigation,  but  who 
does  not  actually  conduct  the  investiga¬ 
tion  (i.e.,  the  test  article  is  administered 
or  dispensed  to  or  used  involving  a  sub¬ 
ject  under  the  Immediate  direction  of 
another  individual) .  A  person  other  than 
an  individual  (e.g..  corporation  or 
agency)  that  uses  one  or  more  of  its 
own  employees  to  conduct  a  clinical  in¬ 
vestigation  it  has  initiated  is  considered 
to  be  sponsor  (not  a  sponsor-investiga¬ 
tor),  and  the  employees  are  considered 
to  be  investigators. 

(i)  “i^Tonsor-lnvestigator"  means  an 
individual  who  both  Initiates  and  ac¬ 
tually  conducts,  alone  or  with  others,  a 
clinical  investigation,  i.e.,  under  whose 
immediate  direction  the  test  article  Is 
administered  or  dispensed  to,  or  used 
involving,  a  subject.  The  term  does  not 
include  any  person  other  than  an  indi¬ 
vidual  (e.g.,  corporation  or  agency).  The 
obligations  of  a  sponsor-investigator 
imder  this  part  include  those  of  a  spon¬ 
sor  except  where  a  sponsor-investigator 
is  explicitly  exempted  frcwn  certain  ob¬ 
ligations  under  f  52.15. 

(j)  “Subject”  means  an  individual  who 
is  or  becomes  a  participant  in  a  clinical 
investigation,  either  as  a  recipient  of  the 
test  article  or  as  a  control.  A  subject  may 
be  either  a  healthy  human  being  or 
healthy  or  unhealthy  animal,  or  a  pa¬ 
tient  to  whom  the  test  article  might  offer 
a  therapeutic  benefit  or  provide  diagnos¬ 
tic  Information.  The  term  “subject”  ap¬ 
plies  both  to  human  beings  and  to  other 
animals;  whenever  only  human  subjects 
are  referred  to.  the  adjective  “human” 
shall  be  used.  The  term  “subject,”  when 
applied  to  animals  other  than  man,  may 
apply  to  Individuals  and/or  groups  based 
upon  whether  an  individual  or  group  re¬ 
sponse  is  being  measured. 

(k)  “Test  article”  means  any  drug 
(including  a  biological  product  for  hu¬ 
man  use) ,  medical  device,  human  or  ani¬ 
mal  food  additive,  color  additive,  cos¬ 
metic,  electronic  product,  or  any  other 
article  subject  to  regulation  imder  the 
act  or  imder  sections  351  and  354-360F 
of  the  Public  Health  Service  Act. 

8  52.5  Contract  research  organizations. 

(a)  A  sponsor  may  transfer  responsi¬ 
bility  for  any  or  all  of  the  obligations  set 
forth  in  this  part  or  in  related  parts  of 
this  chapter  regarding  clinical  investi¬ 
gations  (e.g..  Parts  312,  511,  and  812  of 
this  chapter)  to  a  contract  research  or¬ 
ganization.  Any  such  transfer  shall  be  in 
writing  and  shall  describe  each  of  the 
obligations  being  assumed  by  the  con¬ 
tract  research  organization;  any  obli¬ 
gations  not  specifically  described  shall 
be  deemed  not  to  have  been  transferred. 
The  name  and  address  of  the  contract 
research  organization  shall  be  submitted 
to  the  F(xxi  and  Drug  Administration  as 
part  of  the  application  for  research  or 
marketing  permit. 


(b)  A  contract  research  organization 
that  assumes  any  obligation  of  a  sponsor 
under  this  section  shall  comply  with  the 
specific  regulations  of  this  chapter,  re¬ 
lating  to  such  obligation.  The  F(x>d  and 
Drug  Administration  may,  at  any  time, 
institute  appropriate  regulatory  action 
applicable  to  a  sponsor,  including  dis¬ 
qualification,  against  a  contract  research 
organization  for  failure  to  comply  with 
such  regulations  as  though  the  organiza¬ 
tion  were  the  sponsor,  i.e.,  all  references 
to  “sponsor”  in  this  part  shall  include 
a  contract  research  organization  to  the 
extent  it  assumes  the  obligations  of  the 
sponsor.  ' 

§  52.15  Exemptiofu. 

(a)  Hie  following  types  of  clinical  in¬ 
vestigations  are  exempt  from  the  re¬ 
quirements  of  §S  52.28  and  52.29  because 
^e  Commissioner  has  determined  that 
such  requirements  are  neither  feasible 
nor  essential  for  the  protection  of  the 
public  health: 

(1)  A  clinical  investigation  involving 
a  test  article  with  little  or  no  marketing 
potential  that  is  not  commercially  avail¬ 
able  but  is  being  made  available  to  the 
medical  profession  for  the  treatment  of 
an  otherwise  untreatable  disease,  is  a 
potential  life-saving  antidote,  antitoxin, 
or  other  related  substance  in  emergency 
situations,  or  is  of  value  for  clinical  re¬ 
search  purposes  only. 

(2)  A  clinical  investigation  of  a  drug 
which  is  not  intended  either  to  meet  the 
requirements  for  an  adequate  and  well- 
controlled  study  as  set  forth  in  li  314.111 
and  514.111  of  this  chapter,  or  is  not  in¬ 
tended  to  meet  the  requirement  for  pro¬ 
viding  a  waiver  of  an  adequate  and  well- 
controlled  study  as  set  forth  in  S9  314.11 
and  514.111  of  this  chapter,  or  is  not 
intended  to  demonstrate  the  bioavail¬ 
ability  or  bioequivalence  of  a  drug. 

(3)  A  clinical  investigation  involving 
an  animal  food  additive  to  determine 
solely  whether  it  has  a  technical  effect 
on  animal  feed  unless  such  investigation 
involves  a  f(x>d -producing  animal. 

(4)  A  clinical  Investigation  that  in¬ 
volves  only  a  sponsor-investigator. 

(b)  The  following  types  of  clinical  in¬ 
vestigations  are  exempt  from  all  the  re¬ 
quirements  of  this  part; 

(1)  A  clinical  Investigation  Involving 
a  diagnostic  device  (including  an  in  vitro 
diagnostic  device)  that  is  not  invasive, 
does  not  introduce  energy  into  the  sub¬ 
ject,  and  is  not  used  in  the  diagnosis  of 
the  subject  without  the  simultaneous  use 
of  a  similar,  approved  diagnostic  device. 

(2)  A  clinical  investigation  involving 
a  custom  device  that  is  either  ordered 
or  mcxlified  by  a  physician  or  dentist  (or 
other  specially  qualified  person  so  desig¬ 
nated)  to  meet  the  special  needs  of  a 
specific  patient. 

(3)  A  clinical  investigation  involving  a 
device  Intended  for  veterinary  use. 

(c)  Any  sponsor  subject  to  the  re¬ 
quirements  under  this  part  may  petition 
the  Commissioner  for  a  waiver  of  such 
requirements.  Such  a  petition  shall  be 
submitted  in  accordance  with  S  10.30  of 
this  chapter  and  shall  set  forth  the  basis 
for  the  petitioner’s  belief  that  compli- 


aqce  with  the  requirements  is  not  neces¬ 
sary  to  achieve  the  objectives  of  this  part. 
The  Commissioner  may,  at  his  discretion, 
grant  a  petition  for  a  waiver  of  certain 
requirements  if  he  finds  that  compli¬ 
ance  with  the  requirements  is  not  neces¬ 
sary  to  achieve  the  objectives  of  this  pscrt. 

Subpart  B— -Organization  and  Pertonnal 

§  52.25  AMuranrr  of  inatitutional  re¬ 
view  rommittee  approval. 

If  a  clinical  investigation  is  subject  to 
an  institutional  review  requirement  un¬ 
der  either  9  312.1  or  9  812.60  of  this  chap¬ 
ter  or  any  other  applicable  regulation 
in  this  chapter,  the  sponsor  shall  assure 
that  the  proposed  clinical  investigation 
(including  the  protocol  or  investigational 
plan,  a  report  of  prior  investigations  if 
a  medical  device,  and  the  materials  to  be 
used  in  obtaining  the  consent  of  human 
subjects)  has  been  submitted  to  and  ap¬ 
proved  by  the  institutional  review  com¬ 
mittee  before  any  human  subjects  are 
allowed  to  participate  in.  or  requested 
formally  to  participate  in.  the  investiga¬ 
tion. 

§  52.28  Selection  of  and  directions  to  a 
monitor. 

(a)  The  sponsor  shall  designate  one 
or  more  appropriately  trained  and  quali¬ 
fied  individuals  to  monitor  the  progress 
of  a  clinical  investigation. 

(b)  The  sponsor  shall  establish  writ¬ 
ten  procedures  for  the  monitoring  of  a 
clinical  investigation,  iniduding  commu¬ 
nicating  information  between  the  spon¬ 
sor  and  the  investigator,  and  shall  assure 
that  the  monitor  or  monitors  carry  out 
their  duties  in  accordance  with  such  pro¬ 
cedures  and  9  52.29. 

§  52.29  Obligations  of  a  monitor. 

(a)  Preinvestigation  visits.  The  mon¬ 
itor  shall  personally  visit  each  investi¬ 
gator  prior  to  the  investigator’s  partici¬ 
pation  in  each  new  clinical  investigation, 
unless  such  a  visit  has  been  made  within 
a  12-month  period  priod  to  the  new  in¬ 
vestigation.  Whether  the  monitor  actu¬ 
ally  visits  the  site  of  the  investigation, 
he  shall  assure  that  the  investigator  un¬ 
derstands  the  investigational  status  of 
the  test  article,  understands  the  natiue 
of  the  protocol  or  investigrational  plan 
and  controls,  and  understands  and  ac¬ 
cepts  his  obligations  in  conducting  the 
clinical  investigation  as  set  forth  in  Parts 
54,  312,  511,  812.  and  other  applicable 
relations  in  this  chapter.  The  monitor 
shall  assure  that  the  investigator  and  his 
staff  have  sufficient  time  and  access  to 
an  adequate  number  of  subjects  to  con¬ 
duct  the  clinical  investigation  and  to  ful¬ 
fill  his  obligations  as  an  investigator.  As 
part  of  this  a];^raisal  the  monitor  shall 
ascertain  the  magnitude  of  other  studies 
being  conducted  concurrently  by  the 
investigator  and  determine  that  the  in¬ 
vestigator  will  be  able  to  devote  an 
appropriate  portion  of  his  own  time  to 
the  proposed  clinical  investigation. 

(b)  Periodic  visits.  (1)  The  monitor 
shall  maintain  personal  contact  with 
each  investigator  by  visiting  the  investi¬ 
gator  at  the  site  of  the  investigation  dur¬ 
ing  the  investigation  and  additionally. 
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if  desired,  by  conducting  meetings  with 
the  investigator  or  group  of  investiga¬ 
tors,  to  assure  that  the  following  obliga¬ 
tions  of  the  investigator  are  being  ful- 
mied: 

(1)  Continued  acceptability  of  the 
facilities. 

(ii>  Adherence  to  the  protocol  or  in¬ 
vestigational  plan  and  applicable  Food 
and  Drug  Administration  regulations  re¬ 
garding  obligations  of  the  investigator. 

(iii)  Maintenance  of  adequate  records 
of  subject  identification,  clinical  obser¬ 
vations,  laboratory  tests,  and  drug  re¬ 
ceipt  and  disposition. 

(Iv)  Reports  submitted  by  the  investi¬ 
gator  in  support  of  the  safety  and/or 
effectiveness  of  the  test  article  are  timely, 
adequate,  and  accurate. 

(2)  These  periodic  visits  shall  include 
a  review  of  the  source  documents  rele¬ 
vant  and  necessary  to  making  the  deter¬ 
minations  describe  in  paragraph  (b)(1) 
of  this  section  (e.g.,  subject  records  and 
case  reports)  for  accuracy  and  complete¬ 
ness  of  information,  illegible  entries, 
missing  data  including  omission  of  spe¬ 
cific  individual  data  elements  and  any 
concomitant  drugs  and  intercurrent  ill¬ 
ness,  and  missing  subject  visits  or  exam¬ 
inations.  To  do  this,  a  comparison  of 
a  representative  number  of  case  reports 
with  the  Investigator’s  Individual  subject 
office  records  is  necessary.  In  addition, 
the  monitor  shall  document  those  sub¬ 
jects  lost  to  the  study  and  the  reasons 
for  such  dropouts.  Where  associates  of 
the  investigator  prepare  the  csise  reports, 
the  monitor  shall  assure  that  the  inves¬ 
tigator  himself  not  only  reviews  the  case 
reports  but  also  determines  the  accuracy 
of  these  reports  and  their  compatibility 
with  source  documents. 

(3)  The  frequency  of  the  periodic  vis¬ 
its  shall  be  sufficient  to  assure  that  the 
obligations  of  the  investigator  are  being 
fulfilled.  If  the  time  interval  between 
visits  will  be  greater  than  12  months,  the 
monitor  shall  state  in  the  records  the 
reasons  for  the  longer  interval. 

(c)  Records  of  visits.  The  monitor  shall 
prepare  and  maintain  records  of  each 
preinvestigation  visit  and  each  periodic 
visit  conducted  under  this  section.  These 
records  shall  include  the  following : 

( 1 )  The  date  (s )  of  the  visit. 

( 2 )  "Ihe  name  of  the  monitor. 

(3)  The  name  and  address  of  the  in¬ 
vestigator  visited. 

(4)  A  summary  of  the  factual  findings 
sufficient  to  describe  the  basis  for  the 
monitor’s  evaluation  of  the  investigator’s 
ability  to  fulfill  or  actual  fulfillment  of 
his  obligations  and  the  evaluation  of  the 
acceptability  of  his  facilities. 

(5)  A  statement  as  to  any  actions  taken 
by  the  monitor  and/or  the  investigator 
to  correct  any  deficiencies  noted  during 
the  visit. 

(d)  The  monitor  shall  be  available  for 
consultation  at  the  request  of  the  investi¬ 
gator.  The  monitor  shall  act  as  the  liai¬ 
son  and  communication  link  between  the 
sponsor  and  the  investigator. 


Subpart  C — FacilKiaa 

§  52.47  Asrertaining  the  adequacy  of 
facilities. 

(a)  The  sponsor  shall  ascertain  the 
adequacy  of  any  proposed  facility  to  be 
utilized  by  each  investigator  during  the 
proposed  clinical  investigation  prior  to 
commencement  of  the  investigation. 

(b)  The  adequacy  of  the  clinical  labo¬ 
ratory  facility  shall  be  determined  by  li¬ 
censure  under  the  Clinical  Laboratories 
Improvement  Act  (42  U.S.C.  263a),  or  by 
accreditation  by  another  body  recognized 
by  the  Center  for  Disease  Control,  for  all 
the  procedures  or  categories  of  proce¬ 
dures  to  be  conducted  during  the  clinical 
investigation.  In  those  cases  where  the 
clinical  laboratory  facility  is  either  not 
so  licensed  or  accredited,  or  is  licensed 
or  accredited  but  not  for  all  the  proce¬ 
dures  or  categories  of  procedures  to  be 
conducted  during  the  clinical  investiga¬ 
tion,  the  sponsor  shall  determine  the  lab¬ 
oratory’s  capability  to  do  the  required 
tests  by  use  of  a  proficiency  testing  pro¬ 
gram. 

(c)  The  adequacy  of  a  facility  other 
than  a  clinical  laboratory  to  be  utilized 
by  an  investigator  shall  be  determined 
by  a  proficiency  testing  program. 

(d)  Upon  request  of  the  Fo(xl  and 
Drug  Administration,  the  sponsor’s  plan 
for  proficiency  testing  of  any  facility  and 
the  acceptance  level  shall  either  be  made 
available  for  inspection  or  shall  be  sub¬ 
mitted  to  the  Pood  and  Drug  Admin- 
tration. 

Subparts  D-E — [Reserved] 

Subpart  F — ^Test  Articles 

§  52.108  Records  of  receipt  and  dispo* 
sition  of  test  articles. 

The  sponsor  shall  maintain  appropri¬ 
ate  accounting  procedures  for  all  usage 
of  the  test  article,  including  maintaining 
adequate  and  accurate  records  showing 
the  shipment,  receipt,  or  other  dis¬ 
position  of  all  supplies  of  all  test  articles 
shipped  to  him  by  others  and  shipped  by 
him  to  investigators.  Such  records  shall 
include: 

(a)  The  dates,  the  quantity,  and  the 
serial,  batch,  lot.  or  other  identification 
number  of  the  units  received; 

(b)  The  name  of  the  investigator  who 
received  each  unit  of  the  test  article;  and 

(c)  Identification  of  each  unit  other¬ 
wise  disposed  of  (including  identification 
of  the  person  who  disposed  of  it,  the  per¬ 
son.  if  any,-  who  received  it.  and  the  pur¬ 
pose  or  reason  for  its  disposal) . 

§  52.114  Disposition  of  unused  test  ar¬ 
ticles. 

The  sponsor  shall  assure  the  return 
of  all  unused  or  reusable  supplies  of  the 
test  article  from  an  individual  investi¬ 
gator  upon  request  of  the  sponsor  or 
whenever  the  investigator  discontinues 
or  completes  his  participation  in  the 
clinical  investigation  or  the  investiga¬ 
tion  is  terminated.  The  sponsor  may  au¬ 
thorize  in  writing  alternate  disposition 
of  unused  or  reusable  supplies  of  the 


test  article  provided  such  alternate  dis¬ 
position  does  not  expose,  directly  or  in¬ 
directly  through  food-producing  ani¬ 
mals,  humans  to  experimental  risks 
from  the  article.  Records  shall  be  main¬ 
tained  of  any  alternate  disposition  of  a 
test  article  in  accordance  with  |  52.108. 

§  52.118  Promotion  and  sale  of  test  ar¬ 
ticles. 

The  sponsor  shall  not  represent  that 
an  unmarketed  test  article  is  safe  or 
effective  for  the  purposes  for  which  it  is 
under  investigation  or  otherwise  pro¬ 
mote  or  commercialize  the  test  article. 
This  requirement  is  not  intended  to  re¬ 
strict  the  full  exchange  of  scientific  in¬ 
formation  concerning  the  article,  includ¬ 
ing  dissemination  of  scientific  findings 
in  scientific  or  lay  communication 
media;  its  intent  is  to  restrict  promo¬ 
tional  claims  of  safety  or  effectiveness 
while  the  article  is  under  investigation 
to  establish  its  safety  or  effectiveness 
and  to  preclude  commercial  use  or  test¬ 
marketing  of  the  su’ticle  before  author¬ 
ization  by  the  Food  and  Drug  Adminis¬ 
tration. 

Subpart  G — Protocol  for  and  Conduct  of  a 
Clinical  Investigation 

§  52.126  Continuing  evaluation  of 
aafety  aand  effertivenoM  data. 

The  sponsor  shall  promptly  review  all 
new  data  received  from  an  investigator 
regarding  the  safety  or  effectiveness  of 
the  test  article.  The  sponsor  shall  peri¬ 
odically  evaluate  all  data  received  from 
all  investigators  in  a  clinical  investiga¬ 
tion  regarding  the  safety  or  effectiveness 
of  the  test  article. 

Subparts  H-l — [Reserved] 

Subpart  J — Records  and  Reports 
§  52.195  Records  retention. 

A  sponsor  shall  retain  the  records  re¬ 
quired  by  this  part,  including  the  records 
prepared  by  a  monitor  under  |  52.29(c), 
and  by  any  other  regulation  in  this  chap¬ 
ter  regarding  clinical  investigations  (e.g.. 
Parts  312,  511,  and  812),  for  whichever 
of  the  following  periods  Is  shortest: 

(a)  A  period  of  2  years  following  the 
date  on  which  the  test  article  is  ap¬ 
proved  by  the  Food  and  Drug  Admin¬ 
istration  for  marketing  for  the  purposes 
that  were  the  subject  of  the  clinical 
investigation; 

(b)  A  period  of  5  years  following  the 
date  on  which  the  results  of  the  clinical 
investigation  are  submitted  to  the  Food 
and  Drug  Administration  in  support  of 
or  as  part  of  an  application  for  a  re¬ 
search  or  marketing  permit  for  the  test 
article  for  the  purposes  that  were  the 
subject  of  the  clinical  investigation;  or 

(c)  In  other  situations  (e.g.,  where  the 
clinical  investigation  does  not  result  in 
the  submission  of  data  from  the  investi¬ 
gation  in  support  of  or  as  part  of  an 
application  for  a  research  or  marketing 
permit),  a  period  of  2  years  following 
the  date  on  which  the  entire  clinical 
investigation  (not  merely  the  investi- 


FEOERAL  REGISTER,  VOL.  42,  NO.  187 — TUESDAY,  SEPTEMBER  27,  1977 


PROPOSED  RULES 


49625 


gator’s  portion  of  an  investigation  in> 
volving  more  than  one  investigator)  is 
completed,  terminated,  or  discontinued. 

Subpart  K — Disqualification  of  a  Sponsor, 
Sponsor-Investigator,  or  Contract  Ra- 
search  Organization 

§  52.200  Purpose.  * 

The  purposes  of  dlsqualiflcatlon  of  a 
sponsor  (including  a  sponsor- investiga¬ 
tor  or  a  contract  research  organization 
who  assumed  the  obligations  of  a 'spon¬ 
sor  under  f  52.5)  who  has  violated  the 
requirements  of  this  part  may  be  one  or 
both  of  the  following: 

(a)  To  preclude  a  sponsor  from  ini¬ 
tiating  or  monitoring  clinical  investiga¬ 
tions  subject  to  requirements  for  prior 
submission  to  the  Food  and  E>rug  Admin¬ 
istration  under  sections  505(i),  507(d), 
512(J),  or  520(g)  of  the  act  until  such 
time  as  it  becomes  likely  that  the  spon¬ 
sor  will  abide  by  the  requirements  of 
this  part  or  that  such  violations  will  not 
recur. 

(b)  To  exclude  the  consideration  of 
any  clinical  investigations  in  support 
of  applications  for  a  research  or  mar¬ 
keting  permit  from  the  Food  and  Drug 
Adminlstratlcm  for  which  investigations 
have  been  Initiated  by  a  sponsor  until 
such  time  as  it  becomes  likely  that  the 
sponsor  will  abide  by  such  requirements, 
or  that  such  violations  will  not  recur, 
or  that  it  can  be  adequately  demon¬ 
strated  that  such  violations  did  not  oc¬ 
cur  during  or  affect  the  validity  or  ac¬ 
ceptability  of  a  particular  investigation 
or  investigations.  The  determination 
that  a  clinical  investigation  may  not  be 
considered  iif  support  of  an  application 
for  a  research  or  marketing  permit  does 
not,  however,  relieve  the  applicant  for 
such  a  permit  of  any  obligation  under 
any  other  applicable  regulation  to  sub¬ 
mit  the  results  of  the  investigation  to 
the  Food  and  Drug  Administration. 

§  52.202  Croundit  for  disqualification. 

The  Commissioner  may  disqualify  a 
sponsor  upon  finding  that  the  sponsor 
violated  any  of  the  regulations  set  forth 
in  this  part  (or  other  regulations  gov¬ 
erning  the  conduct  of  persons  who  spon¬ 
sor  and/or  monitor  clinical  investiga¬ 
tions  in  this  chapter),  that  such  viola¬ 
tion  adversely  affected  the  validity  of 
the  clinical  Investigation,  and/or  the 
rights  of  the  human  subjects,  and/or  the 
safety  of  the  subjects,  and  that  other 
lesser  regulatory  actions  (e.g..  warnings 
or  rejection  of  individual  studies)  have 
not  been  or  will  probably  not  be  ade¬ 
quate  to  achieve  compliance  with  such 
regulations. 

§  52.204  Notice  of  and  opportunity  for 
a  hearing  on  proposed  disqualifica¬ 
tion. 

(a)  Whenever  the  Commissioner  has 
information  indicating  that  grounds  ex¬ 
ist  under  $  52.202  which  in  his  opinion 
may  justify  dlsqualiflcatlon  of  a  spon¬ 
sor,  he  may  issue  to  the  sponsor  a  writ¬ 
ten  notice  proposing  that  the  sponsor  be 
disquallfled. 

(b)  A  hearing-on  the  disqualification 
of  a  sponsor  shall  be  conducted  in  ac¬ 


cordance  with  the  requirements  for  a 
regulatory  hearing  set  forth  in  Part  16 
of  this  chapter. 

(c)  Upon  receipt  of  a  notice  of  pro¬ 
posed  disqualification,  the  sponsor  shall 
notify  the  Investigator  of  each  ongoing 
Investigation  being  conducted  for  the 
sponsor  concerning  the  proposed  dis¬ 
qualification. 

52.206  Final  order  on  disqualification. 

(a)  If  the  Commissioner,  after  the 
regulatory  hearing  or  after  the  time  for 
requesting  a  hearing  expires  without  a 
request  being  made,  upon  an  evaluation 
of  the  administrative  record  of  the  dis¬ 
qualification  proceeding,  makes  the  find¬ 
ings  required  in  i  52.202,  he  shall  issue 
a  final  order  disqualifying  the  sponsor. 
Such  order  shall  include  a  statement  of 
the  basis  for  that  determination  and 
shall  prescribe  any  actions  (set  forth  in 
S  52.210(b))  to  be  taken  with  regard  to 
ongoing  clinical  investigations  of  the 
sponsor.  Upon  Issuing  a  final  order,  the 
Commissioner  shall  notify  the  sponsor 
of  the  action  and  provide  a  copy  of  the 
order. 

(b)  If  the  Commissioner,  after  a 
regulatory  hearing  or  after  the  time  for 
requesting  a  hearing  expires  without  a 
request  being  made,  upon  an  evsduation 
of  the  administrative  record  of  the  dis¬ 
qualification  proceeding,  does  not  make 
the  findings  required  in  S  52.202,  he  shall 
issue  a  final  order  terminating  the  dis¬ 
qualification  proceeding.  Such  order 
shall  include  a  statement  of  the  basis 
for  that  determination.  Upon  issuing  a 
final  order,  the  Commissioner  shall  no¬ 
tify  the  sponsor  and  provide  a  copy  of 
the  order. 

§  52.210  Actions  upon  disqualification. 

(a)  No  clinical  investigation  subject 
to  requirements  for  prior  submission  to 
the  Food  and  Drug  Administration  will 
be  authorized  by  the  Food  and  Drug 
Administration  if  such  investigation  is 
to  be  initiated,  in  whole  or  part,  by  a 
disquallfled  sponsor. 

(b)  The  Commissioner,  after  consider¬ 
ing  the  nature  of  each  such  ongoing 
clinical  Investigation  subject  to  require¬ 
ments  for  prior  submission  to  the  Food 
and  Drug  Administration  that  has  been 
initiated  by  the  sponsor,  the  number 
of  subjects  involved,  the  risks  to  them 
from  suspension  of  the  investigation,  and 
the  need  for  involvement  of  an  accept¬ 
able  sponsor,  may  direct,  in  the  final 
order  disqualifying  a  sponsor  under 
9  52.206(a) ,  that  one  or  more  of  the  fol¬ 
lowing  actions  be  taken  with  regard  to 
each  such  investigation: 

(1)  The  investigation  may  be  termi¬ 
nated  or  suspended  in  its  entirety  until 
the  sponsor  is  reinstated  under  9  52.219 
or  another  sponsor  accepts  responsibility 
for  the  investigation. 

(2)  No  new  subject  shall  be  allowed  to 
participate,  or  be  requested  to  pa];tici- 
pate.  in  the  investigation  until  the  spon¬ 
sor  is  reinstated  under  9  52.219  or  an¬ 
other  sponsor  accepts  responsibility  for 
the  Investigation. 

(3)  Any  human  subject  who  has  pre¬ 
viously  been  allowed  to  participate  in 


the  Investigation  and  who  remains  under 
the  supervision  of  an  investigator,  but 
who  is  no  longer  receiving  the  test  article 
or  having  it  used  Involving  him  (i.e., 
one  having  followup  monitoring  by  the 
investigator  or  one  acting  as  a  control) 
should  continue  to  be  monitored  by  the 
investigator  but  shall  not  again  receive 
the  test  sutlcle,  or  have  it  used  involving 
him,  until  the  sponsor  is  reinstated  under 
9  52.219  or  another  sponsor  accepts  re¬ 
sponsibility  for  the  investigation. 

(4)  Any  human  subject  who  has  been 
allowed  to  participate  in  the  clinical 
investigation  and  who.  but  for  suspen¬ 
sion  of  the  clinical  investigation  would 
continue  to  receive  the  test  surticle  or 
have  it  used  involving  him,  shall  not  re¬ 
ceive  it  or  have  it  used  until  either: 

(i)  Another  sponsor  accepts  re^xm- 
sibUity  for  the  investigation  or 

(li)  The  investigator  responsible  for 
the  subject  determines  in  writing  that  it 
is  contrary  to  the  health  ot  the  subject 
to  defer  further  use  of  the  test  article 
until  another  sponsor  can  assume  re¬ 
sponsibility  for  the  investigation.  In  such 
a  case,  the  (TommlssioBer  may  impose 
any  further  conditions  that  he  deems  ap¬ 
propriate  to  protect  the  rights  and  safety 
of  the  subjects. 

(c)  Once  a  sponsor  has  been  disquali¬ 
fied.  each  application  for  research  or 
marketing  permit,  whether  approved  or 
not,  cmitaining  or  relying  upon  data 
from  a  clinical  investigation  initiated  by 
the  disqualified  sponsor  may  be  ex¬ 
amined  to  determine  whether  the  clin¬ 
ical  investigation  was  or  would  be  essen¬ 
tial  to  a  regulatory  decision  regarding 
this  application.  If  it  is  determined  that 
such  investigation  was  or  would  be  es¬ 
sential,  the  Food  and  Drug  Administra¬ 
tion  shall  also  determine  whether  the 
clinical  Investigation  is  acceptable,  not¬ 
withstanding  the  disqualification  of  the 
sponsor.  Any  such  clinical  investigation 
whether  ccxiducted  before  or  after  dis¬ 
qualification  may  be  presiuned  to  be  un¬ 
acceptable.  and  the  person  relying  on  the 
study  may  be  required  to  establish  that 
the  investigation  wsis  not  affected  by  the 
circumstances  that  led  to  the  disquali¬ 
fication,  e.g.,  by  submitting  validating 
information.  If  the  investigation  is  de¬ 
termined  to  be  unacceptable,  the  data 
from  the  investigation  will  be  eliminated 
from  considerat*  jn  in  support  of  the  ap¬ 
plication,  and  such  elimination  may 
serve  as  grounds  for  justifying  the  ter¬ 
mination  or  withdrawal  of  approval  of 
the  application. 

(d)  No  clinical  investigation  begun  by 
a  sponsor  after  the  date  of  the  spcmsor’s 
disqualification  will  be  considered  in 
support  of  any  application  for  a  research 
or  marketing  permit,  unless  the  sponsor 
has  been  reinstated  under  9  52.219.  The 
determination  that  a  clinical  investiga¬ 
tion  may  not  be  considered  in  support  of 
an  application  for  a  research  or  market¬ 
ing  permit  does  not,  however,  relieve  the 
applicant  for  such  a  permit  of  any  ob¬ 
ligation  tmder  any  other  applicable  reg¬ 
ulation  to  submit  the  results  of  the  in¬ 
vestigation  to  the  Pood  and  Drug  Ad¬ 
ministration. 
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§  52.213  Public  di«cl<Murc  of  informa¬ 
tion  regarding  diaqualification. 

(a)  Upon  Issuance  ot  a  final  order  dis¬ 
qualifying  a  sponsor,  the  Commissioner 
may  notify  any  other  pers<m  known  to 
have  professional  relations  with  the 
sponsor  (e.g.,  other  Federal  government 
departments  or  agencies  that  support 
studies,  and  universities,  hospitals,  and 
other  Institutions  in  which  the  sponsor 
conducts  research)  that  the  sponsor  has 
been  disqualified  by  the  Food  and  Drug 
Administration.  Such  notice  may  be 
given  at  the  discretion  of  the  Commis¬ 
sioner  whenever  he  believes  that  such 
notice  would  further  the  public  Interest 
or  would  promote  compliance  with  the 
regulations  set  forth  in  this  part.  Such 
notice,  if  given,  shall  include  a  copy  of 
the  final  order  issued  under  S  52.206(a) 
and  shall  state  that  the  disqualification 
constitutes  a  determlnaticm  by  the  Food 
and  Drug  Administration  that  the  spon¬ 
sor  is  not  permitted  to  initiate  cUidcal 
investigations  subject  to  requirements 
for  prior  submission  imder  the  act  and 
that  the  results  of  clinical  investlgatlcms 
initiated  by  the  sponsor  may  not  be  con¬ 
sidered  by  the  Food  and  Dnig  Adminis¬ 
tration  in  support  of  any  {qppUcatlon  for 
a  research  or  marketing  permit.  If  the 
notice  is  sent  to  another  F^eral  govern¬ 
ment  agency,  the  Food  and  Drug  Admin¬ 
istration  will  recommend  that  that 
agency  consider  whether  it  should  accept 
clinical  investigations  performed  by  or 
for  the  sponsor.  If  the  notice  is  sent  to 
any  other  person,  it  shall  state  that  It  is 
given  because  of  the  professional  rela¬ 
tions  between  the  sponsor  and  the  person 
notified  and  that  the  Food  and  Drug  Ad¬ 
ministration  is  not  advising  or  recom¬ 
mending  that  any  action  be  taken  by  the 
person  notified. 

(b)  A  determination  that  a  sponsor 
has  been  disqualified  and  the  adminis¬ 
trative  record  regarding  such  determina¬ 
tion  are  disclosable  to  the  public  under 
Part  20  of  this  chapter. 

(c)  Whenever  the  Commissioner  has 
reason  to  believe  that  a  sponsor  may  be 
subject  to  disqualification,  he  may.  in  his 
discretion,  so  notify  the  investigators  or 
institutions  involved  in  any  ongoing 
clinical  investigation  that  that  sponsor 
has  initiated  simultaneously  with  or  sub¬ 
sequent  to  proposing  disqualification  of 
the  sponsor  imder  {  52.204,  unless  there 
are  overriding  safety  considerations  that 
warrant  earlier  notification  of  the  in¬ 
vestigators  or  institutions. 

§  52.215  Alternative  or  additional  ac¬ 
tions  to  disqualification. 

Disqualification  of  a  sponsor  under 
this  subpart  is  independent  of,  and 
neither  in  lieu  of  nor  a  precondition  to. 
other  proceedings  or  actions  authorized 
by  the  act.  The  Food  and  Drug  Admin¬ 
istration  may,  at  any  time,  mstitute  any 
appropriate  Judicial  proceedings  (clvU  or 
criminal)  and  any  other  appropriate 
regulatory  action,  in  addition  to  or  In 
lieu  of,  and  prior  to,  simultaneously  with, 
or  subsequent  to,  disqualification.  The 
Food  and  Drug  Administration  may  also 
refer  pertinent  matters  to  another  Fed¬ 


eral,  State,  or  local  agency  for  such  ac¬ 
tion  as  that  agency  deems  appropriate. 

S  52.219  Reinstatement  of  a  disquali¬ 
fied  sponsor. 

A  sponsor  who  has  be«i  disqualified 
may  be  reinstated  as  eligible  to  initiate 
clinical  investigations  subject  to  require¬ 
ments  for  prior  submission  to  the  Food 
and  Drug  Administration  under  the  act, 
or  as  acceptable  to  be  the  source  of  clini¬ 
cal  mvestigations  to  be  submitted  to  the 
Food  and  Drug  Administration,  if  the 
Commissioner  determines,  upon  an  eval¬ 
uation  of  the  submission  from  the  spon¬ 
sor,  that  the  sponsor  can  adequately  as¬ 
sure  that  it  will  conduct  such  investiga¬ 
tions  in  ocmpllance  with  the  require¬ 
ments  set  forth  in  this  part  and  other 
applicable  regulations  (e.g..  Parts  312, 
511,  or  812)  in  this  chapter.  A  disquali¬ 
fied  sponsor  who  wishes  to  be  so  rein¬ 
stated  shall  present  in  writing  to  the 
Commissioner  reasons  why  the  sponsor 
believes  it  should  be  reinstated  and  a  de¬ 
tailed  deserpition  of  the  corrective  ac¬ 
tions  the  sponsor  has  taken  or  intends 
to  take  to  assure  that  the  acts  or  omis¬ 
sions  that  led  to  disqualification  will  not 
recur.  The  Commissioner  may  condition 
reinstatement  upon  the  sponsor  being 
found  in  compliance  with  the  regulations 
in  this  part  upon  an  inspection.  If  a 
sponsor  is  reinstated,  the  Commissioner 
shall  so  notify  the  sponsor  and  all  orga¬ 
nizations  and  persons  who  were  notified, 
under  i  52.213,  of  the  disqualification  of 
the  sponsor.  A  determination  that  the 
sponsor  has  been  reinstated  is  disclosable 
to  the  public  under  Part  20  of  this 
chapter. 

PART  71 — COLOR  ADDITIVE  PETITIONS 

3.  In  Part  71: 

a.  In  I  71.1  by  adding  new  paragraph 
(g)  to  read  as  follows: 

§  71.1  Petitions. 

•  •  •  •  • 

(g)  If  clinical  investigations  are  in¬ 
volved,  petitions  filed  with  the  Commis¬ 
sioner  under  section  706(b)  of  the  act 
shall  include  either  a  statement  that 
all  clinical  investigations  have  been  con¬ 
ducted  in  compliance  with  the  require¬ 
ments  set  forth  in  Part  52  of  this  chap¬ 
ter,  or  if  such  investigations  have  not 
been  conducted  in  compliance  with,  such 
regulations,  a  detailed  description  of  all 
differences  between  the  practices  used 
in  the  investigation  and  those  required 
in  the  regulations. 

b.  In  I  71.6  by  revising  paragraph  (b) 
to  read  as  follows: 

§  71.6  Extension  of  time  for  studying 
petitions ;  substantive  amendments ; 
withdrawal  of  petitions  without  prej¬ 
udice. 

•  *  *  •  • 

(b)  Substantive  amendments.  After  a 
petition  has  been  filed,  the  petitioner 
may  submit  additional  information  or 
data  in  support  thereof.  In  such  cases, 
if  the  Commissioner  determines  that  the 
additional  information  or  data  amounts 
to  a  substantive  amendment,  the  petition 


as  amended  will  be  given  a  new  filing 
date,  and  the  time  limitation  will  begin 
to  run  anew.  If  clinical  investigations 
are  involved,  additional  information  or 
data  submitted  in  support  of  filed  peti¬ 
tions  shall  Include  either  a  statement 
that  all  clinical  investigations  have  been 
conducted  in  compliance  with  the  re¬ 
quirements  set  forth  in  Part  52  of  this 
chapter,  or.  if  such  investigations  have 
not  been  conducted  in  compliance  with 
such  regulations,  a  detailed  description 
of  all  differences  between  the  practices 
used  in  the  investigation  and  those  re¬ 
quired  in  the  regulations. 

•  •  •  •  • 


SUBCHAPTER  B — FOOD  FOR  HUMAN 
CONSUMPTION 

PART  170 — FOOD  ADDITIVES 

4.  In  1 170.17  by  adding  new  paragraph 
(c)  to  read  as  follows: 

§  170.17  Exemption  for  invMligalional 
use  and  procedure  for  obtaining  au¬ 
thorization  to  market  edible  product* 
from  experimental  animal*. 

•  •  *  •  * 

(c)  If  intended  for  clinical  investiga¬ 
tion  in  animals  other  than  laboratory  re¬ 
search  animals,  the  investigation  is  con¬ 
ducted  in  compliance  with  the  regula¬ 
tions  set  forth  in  Part  52  of  this  chapter. 

PART  171— FOOD  ADDITIVE  PETITIONS 

5.  In  Part  171: 

a.  In  1 171.1  by  adding  new  paragraph 
(k)  to  read  as  follows: 

§  171.1  Petitions. 

•  *  •  *  * 

(k)  If  clinical  investigations  are  in¬ 
volved.  petitions  filed  with  the  Commis¬ 
sioner  under  section  409(b)  of  the  act 
shall  include  either  a  statement  that 
all  clinical  investigations  have  been  con¬ 
ducted  in  compliance  with  the  require¬ 
ments  set  forth  in  Part  52  of  this  chapter, 
or,  if  such  investigations  have  not  been 
conducted  in  compliance  with  such  reg¬ 
ulations,  a  detailed  description  of  all  dif¬ 
ferences  between  the  practices  used  in 
the  investigation  and  those  required  in 
the  regulations. 

b.  By  revising  $  171.6  to  read  as  fol¬ 
lows: 

§171.6  Amendment  of  petition. 

After  a  petition  has  been  filed,  the  peti¬ 
tioner  may  submit  additional  informa¬ 
tion  or  data  in  support  thereof.  In  such 
cases,  if  the  Commissioner  determines 
that  the  additional  information  or  data 
amounts  to  a  substantive  amendment, 
the  petition  as  amended  will  be  given  a 
new  filing  date,  and  the  time  limitation 
will  begin  to  run  anew.  Where  the  sub¬ 
stantive  amendment  proposes  a  substan¬ 
tial  change  to  the  petition  which  may 
affect  the  quality  of  the  human  environ¬ 
ment.  the  petitioner  is  required  to  submit 
an  environmental  impact  analysis  report 
pursuant  to  1 25.1  of  this  chapter.  If 
clinical  investigations  are  involved,  addi- 
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tlonal  Information  and  data  submitted 
in  support  of  filed  petitions  shall  Include 
either  a  statement  that  all  clinical  in¬ 
vestigations  have  been  conducted  in  com¬ 
pliance  with  the  requirements  set  forth 
in  Part  52  of  this  chapter,  or,  if  such 
investigations  have  not  been  conducted 
in  compliance  with  such  regulations,  a 
detailed  description  of  all  differences  be¬ 
tween  the  practices  used  in  the  investiga¬ 
tion  and  those  required  in  the  regula¬ 
tions. 


SUBCHAPTER  D — DRUGS  FOR  HUMAN  USE 

PART  310— NEW  DRUGS 
§  310.3  [Amended] 

6.  In  f  310.3  Definitions  and  interpre¬ 
tations,  by  deleting  and  reserving  para¬ 
graph  (J). 


PART  312— NEW  DRUGS  FOR 
INVESTIGATIONAL  USE 

7.  In  S  312.1  by  amending  paragraph 
(a)  (2)  by  adding  a  new  item  17  in  Form 
FD-1571;  by  deleting  paragraphs  (a) 
(4),  (10),  and  (11)  and  reserving  them; 
by  revising  paragraph  (a)  (5)  and  (7) ; 
and  by  adding  new  paragraph  (d)  (14)  to 
read  as  follows: 

$  312.1  Condition*  for  exemption  of 
new  drug*  for  investigational  use. 

(a)  •  •  * 

(2)  •  *  • 

'Form  FD-1671 

•  •  •  •  • 

17.  written  procedures  established  by  the 
q>onsor  tor  monitoring  the  clinical  Investiga¬ 
tion  under  the  procedures  set  forth  In  Part  52 
of  this  chapter.  Where  such  procedures  are 
Included  In  a  master  file  submitted  to  the 
Food  and  Drug  Administration,  these  proce¬ 
dures  may  be  Incorporated  In  this  notice  by 
reference  to  the  master  file. 

•  •  •  •  • 

(4)  [Reserved] 

(5)  Accurate  progress  reports  of  the 
investigations  and  significant  findings, 
together  with  any  significant  changes  in 
the  informational  material  supplied  to 
investigators,  shall  be  submitted  to  the 
Food  and  Drug  Administration  at  rea¬ 
sonable  intervals,  not  exceeding  1  year. 
Upon  request  of  an  authorized  employee 
of  the  Food  and  Drug  Administration  at 
reasonable  times,  all  records  of  the  in¬ 
vestigation  shall  be  made  available  for 
inspection,  and  on  written  request  copies 
of  these  records  shall  be  submitted  to  the 
Food  and  Drug  Administration. 

'  •  •  •  •  • 

(7)  If  the  investigations  adduce  facts 
I  showing  that  there  is  substantial  doubt 
r  that  they  may  be  continued  safely  in  re¬ 
lation  to  the  drug’s  potential  therapeutic 
effects,  the  sponsor  shall  promptly  dis¬ 
continue  the  investigation,  notify  all  in¬ 
vestigators  and  the  Food  and  Drug 
Administration,  assure  the  disposition  of 
all  stocks  of  the  drug  outstanding  as 
required  by  §  52.114  of  this  chapter,  and 
furnish  the  Food  and  Drug  Administra¬ 
tion  with  a  full  report  of  the  reason  for 
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discontinuing  the  investigation.  The 
Food  and  Drug  Administration  will  be 
prepared  to  confer  with  the  sponsor  on 
the  need  to  discontinue  the  investigation. 

•  •  •  •  • 

(10)  [Reserved] 

(11)  [Reserved] 

•  *  *  •  • 

(d)  •  •  • 

(14)  The  sponsor  fails  to  comply  with 
the  requirements  for  conducting  a  clini¬ 
cal  investigation  set  forth  in  Part  52  of 
this  chapter. 

•  •  •  •  * 


PART  314— NEW  DRUG  APPLICATIONS 

8.  In  Part  314. — a.  In  S  314.1,  in  para¬ 
graph  (c)  (2)  by  adding  a  new  item  17  to 
Form  FD-356H  and  by  redesignating 
paragraph  (f)  (7)  as  (f)  (9)  and  desig¬ 
nating  paragraph  (f)  (7)  as  “reserved  ” 
and  by  adding  new  paragraph  (f)  (8)  to 
read  as  follows: 

§  314.1  .Applications. 

*  •  •  •  • 

(c)  •  •  • 

(2)  •  •  • 

Form  FD-366-Rev.  1974  •  •  • 

17.  Monitoring  of  clinical  investigations. 
Either  a  statement  that  all  clinical  Investiga¬ 
tions  contained  in  the  application  were  con¬ 
ducted  In  compliance  with  the  requirements 
set  forth  In  I^t  62  of  this  chapter,  or.  If 
such  Investigations  have  not  been  conducted 
In  compliance  with  such  regulations,  a  de- 
taUed  description  of  all  dllTerences  between 
the  practices  used  In  the  Investigations  and 
those  required  In  the  regulations. 

•  •  *  •  • 

(f)  •  •  • 

(7)  [Reserved] 

(8)  Either  a  statement  that  all  clini¬ 
cal  investigations  contained  in  the  appli¬ 
cation  were  conducted  in  compliance 
with  the  requirements  set  forth  in  Part 
52  of  this  chapter,  or,  if  such  investiga¬ 
tions  have  not  been  conducted  in  compli¬ 
ance  with  such  regulations,  a  detailed 
description  of  all  differences  between  the 
practices  used  in  the  investigations  and 
those  required  in  the  regulations. 

(9)  The  signatvu’e  of  the  applicant  or 
responsible  official  or  agent  on  a  com¬ 
pleted  Form  FD-356H. 

b.  In  i  314.8  by  adding  new  paragraph 
(1)  to  read  as  follows: 

§  314.8  Supplemental  applications. 

«  •  •  •  W 

(1)  A  supplemental  application  that 
contains  clinical  investigations  shall  in¬ 
clude  either  a  statement  by  the  applicant 
that  all  these  Investigations  were  con¬ 
ducted  in  compliance  with  the  require¬ 
ments  set  forth  in  Part  52  of  this  chap¬ 
ter,  or,  if  such  investigations  have  not 
been  conducted  in  compliance  with  such 
reg\ilations,  a  detailed  descripti(xi  of  all 
differences  between  the  practices  used  in 
the  investigations  and  those  r^uired  in 
the  regulations. 
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c.  In  S  314.9  by  adding  paragraph  (c) 
to  read  as  follows: 

§  314.9  Insufficient  information  in  ap¬ 
plication. 

•  *  •  •  • 

(c)  'The  information  contained  in  an 
application  shall  be  considered  insuffi¬ 
cient  to  determine  whether  a  drug  is  safe 
and  effective  for  use  unless  the  applica¬ 
tion  includes  either  a  statement  Uiat  all 
clinical  investigations  contained  in  the 
application  were  conducted  in  ccMnpll- 
ance  with  the  regulations  set  forth  in 
Part  52  of  this  chapter,  or,  if  such  in¬ 
vestigations  have  not  been  conducted  in 
compliance  with  such  regulations,  a  de¬ 
tailed  description  of  all  differences  be¬ 
tween  the  practices  used  in  the  investi¬ 
gations  and  those  required  in  the  regu¬ 
lations. 

d.  In  §  314.12  by  adding  new  paragrai^ 
(c)  to  read  as  follows: 

§  314.12  Untrue  statements  in  applica¬ 
tion. 

•  *  •  •  • 

(c)  All  clinical  investigations  con¬ 
tained  in  the  application  were  not  con¬ 
ducted  in  compliance  with  the  regula¬ 
tions  set  forth  to  Part  52  of  this  chapter, 
and  differences  between  the  practices 
used  to  conducting  the  investigation  and 
those  required  to  the  regulations  were 
not  described  in  detail. 

e.  In  S  314.110  by  adding  new  para- 
graito  (a)  (9)  to  read  as  follows: 

§  314.110  Reasons  for  refusing  to  file 
applications. 

(a)  *  *  • 

(9)  The  applicant  fails  to  include  to 
the  application  either  a  statement  that 
all  clinical  investigations  contained  to 
the  application  were  conducted  to  com¬ 
pliance  with  the  regulations  set  forth  to 
Part  52  of  this  chapter,  or,  if  such  inves¬ 
tigations  were  not  conducted  to  ccnnpli- 
ance  with  such  regulations,  a  detailed 
description  of  all  differences  between  the 
practices  used  to  conducting  the  investi¬ 
gations  and  those  required  to  the  regu¬ 
lations. 

•  •  •  •  • 

f.  In  S  314.111  by  deleting  the  period  at 
the  end  of  paragraph  (a)  (7)  and  adding 
to  lieu  thereof  a  semicolon  and  the  word 
“or”  and  adding  new  paragraph  (a)  (8) 
to  read  as  follows: 

§  314.111  Refusal  to  approve  the  appli¬ 
cation. 

(a)  *  •  ♦ 

(8)  Any  clinical  investigation  con¬ 
tained  to  the  application  was  not  con¬ 
ducted  to  compliance  with  the  regtila- 
'  tions  set  forth  to  Part  52  of  this  chiq>ter, 
or  any  differences  between  the  practices 
used  to  conducting  the  investigation  and 
those  required  to  the  regulations  were 
not  described  to  detail. 

•  •  *  *  * 

g.  In  §  314.115  by  adding  new  para¬ 
graph  (c)  (5)  to  read  as  follows: 


i 
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§  314.115  Wilhdrawal  of  approval  of  an 
application. 

•  •  •  •  • 

(c)  •  •  • 

(5)  That  any  clinical  investigation 
contained  In  the  application  was  not 
conducted  in  compliance  with  the  regu- 
latimis  set  forth  in  Part  52  of  this  chap¬ 
ter,  or  any  differences  between  the  prac¬ 
tices  used  in  conducting  the  investigation 
and  those  required  in  the  regulations 
were  not  described  in  detail. 

•  #  •  •  # 


PART  320— BIOAVAILABILITY  AND 
BIOEQUIVALENCE  REQUIREMENTS 

9.  In  Part  320 _ a.  In  S  320.31  by  add¬ 

ing  new  paragraph  (e)  to  read  as 
follows: 

§  320.31  Applk-abilily  of  miuiremcnts 
regarding  a  “Notice  of  Claimed  In¬ 
vestigational  Exemption  for  a  New 
Dmg.” 

•  *  •  •  • 

(e)  An  in  vivo  bioavailability  study  in 
humans  shall  be  conducted  in  compli¬ 
ance  with  the  regxilations  set  forth  in 
Part  52  of  this  chapter,  regardless  of 
whether  the  study  is  conducted  tinder 
a  “Notice  of  Claimed  Investigational 
Exemption  for  a  New  Drug.” 

b.  In  §  320.57  by  adding  a  new  para¬ 
graph  (d)  to  read  as  follows: 

§  320.57  Requirements  for  the  conduct 
of  in  vivo  bioequivalence  testing  in 
humans. 


PART  430 — ANTIBIOTIC  DRUGS: 
GENERAL 

11.  In  §  430.20  by  adding  a  new  para¬ 
graph  (e)  to  read  as  follows: 


§  430.20  Procedure  for  the  issuance, 
amendment,  or  repeal  of  regulations. 
•  •  •  •  • 

(e)  No  regulation  providing  for  the 
certification  of  an  antibiotic  drug  for 
human  use  shall  be  issued  or  amended 
unless  the  clinical  investigations  on 
which  the  issuance  or  amendment  of  the 
regulation  is  based  were  conducted  in 
compliance  with  the  regulations  set  forth 
in  Part  52  (rf  this  chapter,  or,  if  such  in¬ 
vestigations  have  not  been  conducted  in 
compliance  with  such  regulations,  a  de¬ 
tailed  description  of  all  differences  be¬ 
tween  the  practices  used  in  conducting 
the  investigations  and  those  required  in 
the  regxilations. 


PART  431— CERTIFICATION  OF 
ANTIBIOTIC  DRUGS 

12.  In  §  431.17  by  adding  a  new  para¬ 
graph  (J)  to  read  as  follows: 

§  431.17  New  antibiotic  and  antibiotic- 
containing  products. 

•  •  •  •  • 

(J)  Either  a  statement  that  all  clinical 
investigations  contained  in  the  request 
have  been  conducted  in  compliance  with 
the  requirements  set  f^th  in  Part  52  of 
this  chapter,  or,  if  such  investigations 
have  not  been  conducted  in  compliance 
with  such  regulations,  a  detailed  descrip¬ 
tion  of  all  differences  between  the  prac¬ 
tices  used  in  conducting  the  investiga¬ 
tions  and  those  required  in  the  reg¬ 
ulations. 


(d)  •  •  • 

(1)  The  ^3onsor  of  the  investigation 
has  failed  to  comply  with  any  of  the  con¬ 
ditions  for  the  exemptimi  estaUlshed 
under  this  section  and  the  requirements 


for  conducting  the  Investigation  estab¬ 
lished  under  Part  52  of  this  chapter,  or 

•  •  •  •  • 


PART  514— NEW  ANIMAL  DRUG 
APPUCATIONS 

15.  In  Part  614.— a.  In  I  514.1  by  add¬ 
ing  a  new  paragraph  (b)  (12)  (ill)  to  read 
as  follows: 

§  514.1  Applications. 

•  •  •  •  • 

(b)  •  *  • 

(12)  •  •  • 

(iii)  Either  a  statement  that  all  clin¬ 
ical  Investigations  contained  in  the  ap¬ 
plication  were  ccmducted  in  compliance 
with  the  requir«nents  as  set  forth  in 
Part  52  of  this  chapter,  or.  if  such  in¬ 
vestigations  have  not  been  conducted  in 
compliance  with  such  regtilatlons.  a  de¬ 
tailed  description  of  all  the  differences 
between  the  practices  used  in  the  investi¬ 
gations  and  those  required  in  the  regu¬ 
lations. 

•  •  •  •  • 

b.  In  S  514.8  by  adding  a  new  para¬ 
graph  (1)  to  read  as  follows: 

§  514.8  Suppicmrnlul  new  animal  drug 
applications. 

•  B  • 

(1)  A  supplemental  application  that 
contains  clinical  InvestlgaticHis  shall  in¬ 
clude  either  a  statement  by  the  applicant 
that  all  of  these  investlgatlcms  were  con¬ 
ducted  in  compliance  with  the  require¬ 
ments  set  forth  in  Part  52  of  this  chap¬ 
ter,  or,  if  such  investigations  have  not 
been  conducted  in  cmnpliance  with  such 
regulations,  a  detailed  description  ci  all 
differences  between  the  practices  used 
in  the  investigations  and  those  required 
in  the  regulations. 

c.  In  §  514.15  by  adding  new  paragraph 
(c>  to  read  as  follows: 

§  514.15  Untrue  MaIrmrnI  in  applica- 
lionit. 

•  •  •  •  • 

(c)  All  clinical  investigations  con¬ 
tained  in  the  applicaticm  were  not  con¬ 
ducted  in  comi^iance  wiUi  the  regula¬ 
tions  set  forth  in  Part  52  eff  this  chapter, 
and  differences  between  the  practices 
used  in  conducting  the  investigatimis  and 
those  required  in  the  regulations  were 
not  described  in  detail. 

d.  In  S  514.110  by  adding  new  para- 
grat^  (b)  (8)  to  read  as  follows: 

§514.110  Reafion»  for  refuning  to  Rlr 
applicationx. 

(b)  •  •  • 

(8)  It  fails  to  include  either  a  state¬ 
ment  that  all  clinical  investigations  c(m- 
tained  in  the  application  were  conducted 
in  ccHnpliance  with  the  regxUations  set 
forth  in  Part  52  of  this  chapter,  or,  if 
such  investigations  were  not  conducted 
in  compliance  with  such  regulations,  a 
detailed  description  of  all  differences 
tween  the 'practices  used  in  ccmducting 
the  investigations  and  those  required  in 
the  regulations. 

•  •  B  B  B 


(d)  If  a  bioequivalence  requirement 
provides  for  in  vivo  testing  in  humans, 
any  person  conducting  such  testing  shall 
comply  with  the  requirements  of  §  320.31. 


PART  330— OVER-THE-COUNTER  (OTC) 
HUMAN  DRUGS  WHICH  ARE  GENER¬ 
ALLY  RECOGNIZED  AS  SAFE  AND  EF¬ 
FECTIVE  AND  NOT  MISBRANDED 

10.  In  $  330.10  by  adding  a  new  para¬ 
graph  (c)  to  read  as  follows: 

§  330.10  Proredureji  for  rlassifying  OTC 
drugs  as  generally  reeogniz^  a.s  safe 
and  effective  and  not  misbranded, 
and  for  establishing  monographs. 

•  *  *  •  • 

(c)  Information  and  data  submitted 
under  this  section  after  (Insert  effective 
date  of  this  paragraph)  shall  include 
either  a  statement  that  all  rllniral  in¬ 
vestigations  have  been  conducted  in 
compliance  with  the  regulations  set  forth 
in  Part  52  of  this  chapter,  or,  if  such 
investigations  have  not  been  conducted 
in  compliance  with  such  regulations,  a* 
detailed  description  of  all  differences  te- 
tween  the  practices  used  in  the  investi¬ 
gation  and  those  required  in  the  regu¬ 
lations. 


SUBCHAPTER  E— ANIMAL  DRUGS.  FEEDS,  AND 
RELATED  PRODUCTS 

PART  510 — NEW  ANIMAL  DRUGS 

§  510.3  [Amended] 

13.  In  !  510.3  Definitions  and  inter¬ 
pretations.  by  deleting  and  reserving 
paragraph  (k). 


PART  511 — NEW  ANIMAL  DRUGS  FOR 
INVESTIGATIONAL  USE 

14.  In  §  511.1  by  adding  paragraph  (b) 
(4)  (Vi)  smd  by  revising  paragraph  (d) 
(1)  to  read  as  follows: 

§  511.1  New  animal  drugs  for  investiga¬ 
tional  use  exempt  from  section  512 
(a)  of  the  art. 

*  •  •  *  * 

(b)  *  *  • 

(4)  •  •  • 

(vi)  Written  procedures  established 
by  the  sponsor  for  monitoring  the  clini¬ 
cal  investigation  of  a  new  animal  drug 
study  imder  procediu-es  set  forth  in  Part 
52  of  this  chapter.  Where  such  proce¬ 
dures  are  included  in  a  master  file  sub¬ 
mitted  to  the  Pood  and  Drug  Adminis- 
traUon.  these  procedures  may  be 
incorporated  in  this  notice  by  reference 
to  the  master  file. 
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e.  In  1514.111  by  adding  new  para¬ 
graph  (a)  (11)  to  read  as  follows; 

§  514.111  RrfuMi  to  approve  an  appli¬ 
cation. 

(a)  •  •  • 

(11)  Any  clinical  investigation  con¬ 
tained  in  the  application  was  not  con¬ 
ducted  in  compliance  with  the  regula¬ 
tions  set  forth  in  Part  52  of  this  chapter, 
or  any  differences  between  the  practices 
used  in  conducting  the  investigation  and 
those  required  in  the  regulations  were 
not  described  in  detail. 

•  •  •  •  « 

f.  In  1514.115  by  adding  new  para¬ 
graph  (b)(4)  to  read  as  follows: 

S  514.115  Withdrawal  of  approval  of 
applications. 

•  •  •  •  • 

(b)  •  •  • 

(4)  That  any  clinical  investigation 
contained  in  the  application  was  not 
conducted  in  compliance  with  the  reg¬ 
ulations  set  forth  in  Part  52  of  this 
chapter,  and  differences  between  the 
practices  used  in  conducting  the  inves¬ 
tigation  and  those  required  in  the  regu¬ 
lations  were  not  described  in  detail. 

•  #  «  •  W 


PART  570 — FOOD  ADDITIVES 

16.  In  S  570.17  by  adding  a  new  para¬ 
graph  (c)  to  read  as  follows: 

§  570.17  Exemption  for  invesliftational 
use  and  procedure  for  obtaining  au¬ 
thorisation  to  market  edible  prod¬ 
ucts  from  experimental  animals. 

0  w  •  *  w 

(c)  If  intended  for  clinical  investiga¬ 
tion  in  animals  other  than  laboratory 
research  animals,  the  investigation  is 
conducted  in  compliance  with  the  regu¬ 
lations  set  forth  in  Part  52  of  this  chap¬ 
ter. 


PART  571— FDDD  ADDITIVE  PETITIDNS 

17.  In  Part  571.— a.  In  $  571.1  by  add¬ 
ing  paragraph  (k)  to  read  a^follows: 

§  571.1  Petitions. 

W  W  •  •  « 

(k)  If  clinical  investigations  are  in¬ 
volved,  petitions  filed  with  the  Commis¬ 
sioner  under  section  406(b)  of  the  act 
shall  include  either  a  statement  that  all 
clinical  investigations  have  been  con¬ 
ducted  in  compliance  with  the  require¬ 
ments  set  forth  in  Part  52  of  this  chap¬ 
ter.  or,  if  such  investigations  have  not 
been  conducted  in  compliance  with  such 
regulations,  a  detailed  description  of  all 
differences  between  the  practices  used 
in  the  investigation  and  those  required 
in  the  regulations. 

b.  In  §  571.6  by  adding  the  following 
sentence  to  the  end  of  the  section  to  read 
as  follows: 

§  571.6  Amendment  of  petition. 

*  *  *  If  clinical  investigations  are  in¬ 
volved,  additional  information  and  data 
submitted  in  support  of  filed  petitions 
shall  include  either  a  statement  that  all 


clinical  investigations  have  been  con¬ 
ducted  in  compliance  with  the  regula¬ 
tions  set  forth  in  Part  52  of  this  chap¬ 
ter.  or  if  such  investigations  have  not 
been  conducted  in  compliance  with  such 
regiilatlons,  a  detailed  description  of  all 
differences  between  the  practices  used  in 
the  investigations  and  those  required  in 
the  regulations. 


SUBCHAPTER  F — BIOLOGICS 
PART  601— LICENSING 

18.  In  Part  601.— a.  In  S  601.2  by  re¬ 
vising  paragraph  (a)  to  read  as  follows: 

§601.2  Applirations  for  exublishment 
and  product  licenses;  procedures  for 
filing. 

(a)  General.  To  obtain  a  license  for 
any  establishment  or  product,  the  man¬ 
ufacturer  shall  make  application  to  the 
Director.  Bureau  of  Biologies,  cm  forms 
prescribe  for  such  purposes,  and  in  the 
case  of  an  application  fora  product  li¬ 
cense,  shall  submit  data  derived  from 
laboratory  and  clinical  studies  which 
demonstrate  that  the  manufactured 
product  meets  prescribed  standards  of 
safety,  purity,  and  potency;  either  a 
statement  that  all  clinical  investigations 
have  been  conducted  in  compliance  with 
the  requirements  set  forth  in  Part  52  of 
this  chapter,  or,  if  such  investigations 
have  not  been  conducted  in  compliance 
with  such  regulations,  a  detailed  descrip¬ 
tion  of  all  differences  between  the  prac¬ 
tices  used  in  the  investigations  and  those 
required  in  the  regulations;  a  full  de¬ 
scription  of  manufacturing  methods; 
data  establishing  stability  of  the  product 
through  the  dating  period;  sample(s) 
representative  of  the  product  to  be  sold, 
bartered,  or  exchang^  or  offered,  sent, 
carried  or  brought  for  sale,  barter,  or  ex¬ 
change;  summaries  of  results  of  tests 
performed  on  the  lot(s)  represented  by 
the  submitted  sample(s) ;  and  specimens 
of  the  labels,  enclosures  and  containers 
proposed  to  be  used  for  the  product.  An 
application  for  license  shall  not  be  con¬ 
sidered  as  filed  until  all  pertinent  infor¬ 
mation  and  data  shall  have  been  re¬ 
ceived  from  the  manufacturer  by  the 
Bureau  of  Biologies.  In  lieu  of  the  pro¬ 
cedures  described  in  this  paragraph,  ap¬ 
plications  for  radioactive  biological 
products  shall  be  handled  as  set  forth  in 
paragraph  (b)  of  this  section 

*  •  W  <  « 

§  601.25  Review  procedures  to  deter¬ 
mine  that  licensed  biological  prod¬ 
ucts  are  safe,  effective,  and  not  mis¬ 
branded  under  prescribed,  recom¬ 
mended,  or  suggested  conditions  of 
use. 

*  «  *  *  O 

(h)  Additional  studies.  (1)  Within  30 
days  following  publication  of  the  final 
order,  each  licensee  for  a  biological  prod¬ 
uct  designated  as  requiring  further  study 
to  justify  continued  marketing  on  an  in¬ 
terim  basis,  pursuant  to  paragrai^  (f) 
(3)  of  this  section,  shall  satisfy  the  Com¬ 
missioner  of  Food  and  Drugs  in  writing 
that  studies  adequate  and  appropriate 
to  resolve  the  questions  raised  about  the 


product  have  been  undertaken,  or  the 
Federal  Oovemment  may  undertake  the 
studies. 

Any  such  study  involving  a  clinical  in¬ 
vestigation  shall  be  conducted  in  compli¬ 
ance  with  the  regulations  set  forth  in 
Part  52  of  this  chapter.  The  Commis¬ 
sioner  may  extend  this  30-day  period  if 
necessary,  either  to  review  and  act  on 
proposed  protocols  or  upon  indication 
from  the  licensee  that  the  studies  will 
commence  at  a  specified  reasonable  time. 
If  no  such  commitment  is  made,  or  ad¬ 
equate  and  appropriate  studies  are  not 
undertaken,  the  product  license  or  li¬ 
censes  shall  be  revoked. 

0  0  0  0  0 

c.  By  revising  S  601.30  to  read  as  fol¬ 
lows: 

§  60 1 .30  License*  required ;  products 
for  controlled  investigation  only. 

Any  biological  or  trivalent  organic  ar¬ 
senical  manufactured  in  any  foreign 
coimtry  and  intended  for  sale,  bart^  or 
exchange  shall  be  refused  entry  by  col¬ 
lectors  of  customs  imless  manufactured 
in  an  establishment  holding  an  unsus¬ 
pended  and  unrevoked  establishment  li¬ 
cense  and  license  for  the  product.  Un¬ 
licensed  products  that  are  not  imported 
for  sale,  barter  or  exchange  and  that  are 
Intended  solely  for  purposes  of  controlled 
investigation  are  admissible  only  if  the 
investigation  is  conducted  in  accordance 
with  section  505  of  the  Federal  Food. 
Drug,  and  Cosmetic  Act  and  the  require¬ 
ments  set  forth  in  Parts  52  and  312  of 
this  chapter. 


PART  630— ADDITIDNAL  STANDARDS 
FDR  VIRAL  VACCINES 

19.  In  Part  630. — a.  By  revising  the 
first  sentence  of  §  630.11  to  read  as  fol¬ 
lows: 

§630.11  Cliniral  trials  to  qualify  for 
license. 

To  qualify  for  license,  the  antigenicity 
of  the  vaccine  shall  have  been  deter¬ 
mined  by  clinical  trials  of  adequate  sta¬ 
tistical  design  conducted  in  compliance 
with  Part  52  of  this  chapter.  •  •  • 

b.  By  revising  the  first  sentence  of 
§  630.31  to  read  as  follows: 

§  630.31  Cliniral  trials  to  qualify  for 
license. 

To  qualify  for  a  license,  the  anti¬ 
genicity  of  the  vaccine  shtill  have  been 
determined  by  clinical  trials  of  adequate 
statistical  design  conducted  in  com¬ 
pliance  with  Part  52  of  this  chapter,  by 
subcutaneous  administration  of  the 
product.  *  •  * 

c.  By  revising  §  630.51  to  read  as  fol¬ 
lows: 

§  630.51  Clinical  trials  to  qualify  for 
license. 

To  qualify  for  license,  the  antigenicity 
of  Mumps  Virus  Vaccine,  Live,  shall  be 
determined  by  clinical  trials  conducted  in 
compliance  with  Part  52  of  this  chapter 
that  follow  the  procedures  prescribed  in 
§  630.31  except  that  the  immunogenic  ef¬ 
fect  shall  be  demonstrated  by  establish¬ 
ing  that  a  protective  antibo^  response 
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has  occurred  in  at  least  90  percent  of 
each  (rf  the  five  groups  o<  mumps  suscep* 
title  individuals,  each  having  received 
the  parenteral  administration  of  a  virus 
vaccine  dose  which  is  not  greater  than 
that  which  was  demonstrated  to  be  safe 
in  held  studies  (i  630.50(b) )  when  used 
under  comparable  conditions. 

d.  By  revising  S  630.61  to  read  as  fol¬ 
lows: 

§  630.61  Qinical  trials  to  qualify  for 
licrrnse. 

To  qualify  for  license,  the  antigenicity 
of  Rubella  Virus  Vaccine.  Live,  shall  be 
determined  by  clinical  trials  conducted 
in  compliance  with  Part  52  of  this  chap¬ 
ter  that  follow  the  procedures  prescribe 
in  §  630.31  except  that  the  immunogenic 
effect  shall  be  demonstrated  by  estab¬ 
lishing  that  a  protective  antibody  re¬ 
sponse  has  occurred  in  at  least  90  per¬ 
cent  of  each  of  the  five  groups  of  rubella 
susceptible  individuals,  each  having  re¬ 
ceived  the  parenteral  administration  of 
a  virus  vaccine  dose  which  is  not  greater 
t.ha.n  that  which  was  demonstrated  to 
be  safe  in  field  studies  when  iised  under 
comparable  conditions. 

e.  By  revising  the  first  sentence  of 
§  630.81  to  read  as  follows: 

§  630.81  Clinical  trials  to  qualify  for 
lifTcnsc. 

In  addition  to  demonstrating  that  the 
measles  compmient  meets  the  require¬ 
ments  of  S  630.31.  the  measles  and  small¬ 
pox  antigenicity  of  the  final  product  shall 
be  determined  by  clinical  trisds  of  ade¬ 
quate  statistical  design  conducted  in 
compliance  with  Part  52  of  this  chapter 
and  with  three  consecutive  lots  of  final 
vaccine  manufactured  by  the  same  meth¬ 
ods  and  administered  as  rec(xnmended 
by  the  manufacturer.  •  •  • 


rRUPOSED  RULES 

SUBCHAf>TER  G— COSMETICS 
PART  701— COSMETIC  LABELING 

20.  In  S  701.100  by  revising  paragraph 
(e)(4)  as  follows: 

§  701.100  “HypoallcrgcnN'*'  and  oilier 
claima  of  rclalivc  nafety. 

•  •  •  •  •  ' 

(e)  •  • 

(4)  All  records  of  any  tests,  results, 
and  evaluations  conduct  pursuant  to 
the  provisions  of  this  section,  irrespective 
of  the  results,  are  submitted  to  the  Food 
and  Drug  Administration  prior  to  com¬ 
mercial  distribution  of  a  new  product  or. 
in  the  case  of  products  currently  in  com¬ 
mercial  distribution  in  accordance  with 
paragraph  (h)  (1)  of  this  section,  as  soon 
as  completed.  Each  submission  shall  be 
accompanied  by  a  statement,  signed  by 
the  person  responsible  for  the  submission, 
that  to  the  best  of  his  knowledge  and 
belief  it  includes  all  of  the  tests,  results, 
and  evaluations  comparing  the  product 
to  other  products  with  reference  to  fre¬ 
quency  of  adverse  reactions,  except  for 
other  data  previously  submitted,  and  that 
either  all  clinical  investigations  con¬ 
tained  in  the  submission  have  been  con¬ 
ducted  in  compliance  with  the  require¬ 
ments  set  forth  in  Part  52  of  this  chapter, 
or.  if  such  Investigations  have  not  been 
conducted  in  compliance  with  such  in- 
vestigatkMis.  a  detailed  description  of  all 
differences  between  the  practices  used  in 
the  investigations  and  those  required  in 
the  regulatimis.  All  such  informatiem 
shall  promptly  be  placed  on  public  dis¬ 
play  in  the  Public  Records  and  Docu¬ 
ments  Center  of  the  Food  and  Drug  Ad¬ 
ministration.  Rm.  4-62.  5600  Fishers 
Lane.  RockvUle.  Md.  20857. 

•  •  •  *  • 


SUBCHAPTER  I— RADIOLOGICAL  HEALTH 

PART  1010— PERFORMANCE  STANDARDS 
FOR  ELECTRONIC  PRODUCTS:  GENERAL 

21.  In  S  1010.4  by  adding  paragraph 
(b>  (IXix)  to  read  as  follows: 

§  1010.4  Vananrrtt. 


(b)  *  *  • 

(!)••• 

(ix>  If  the  electrcmic  product  is  used 
in  a  clinical  investigation,  the  investiga¬ 
tion  shall  be  conducted  in  compliance 
with  the  regulations  set  forth  in  Part  52 
of  this  chapter.  ■ 

•  G  •  •  • 

Interested  persons  may,  on  or  before 
December  27.  1977.  submit  to  the  Hear¬ 
ing  Clerk  (HPC-20>.  Pood  and  Drug  Ad¬ 
ministration.  Room  4-65.  5600  Fishers 
Lane,  Rockville.  Md.  20857,  written  com¬ 
ments  regarding  this  proposal.  Four  cop¬ 
ies  of  all  comments  shall  be  submitted, 
except  that  individuals  may  submit  sin¬ 
gle  copies  of  comments,  and  shall  be 
identified  with  the  Hearing  Clerk  docket 
number  found  in  brackets  in  the  heading 
of  this  document.  Received  comments 
may  be  seen  in  the  above  office  between 
the  hours  of  9  a.m.  and  4  p.m.,  Monday 
through  Friday. 

Note. — The  Food  and  Drug  Administration 
has  determined  that  this  document  does  not 
contain  a  major  proposal  requiring  prepara¬ 
tion  of  an  Inflation  impact  statement  under 
Executive  Order  11821  and  OMB  Circular  A- 
107.  A  copy  of  the  inflation  impact  assess¬ 
ment  Is  on  file  with  the  Rearing  Clerk,  Pood 
and  Drug  Administration. 

Dated:  September  20,  1977. 

Donald  Kennedy, 
Commissioner  of  Food  and  Drugs. 
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